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(57) Abstract: This invention is directed generally 
to proteinase (also known as "protease") inhibitors, 
and more particularly, to piperidinyl-and 
piperazinyl-sulfonyl methyl hydroxamic acids 
(I) that inter alia, inhibit matrix metalloproteinase 

(also known as "matrix metalloprotease" or 
"MMP") activity and/or aggrecanase activity. 
Such hydroxamic acids generally correspond in 
structure to formula (I), (Wherein A 1 , A 2 , Y, E 1 , E 2 , E 3 , and R* are as defined in this specification), and further include salts of 
such compounds. This invention also is directed to compositions of such hydroxamic acids, intermediates for the syntheses of 
such hydroxamic acids, methods for making such hydroxamic acids, and methods for treating conditions (particularly pathological 
conditions) associated with MMP activity and/or aggrecanase activity. 
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PIPERIDINYL- AND PIPERAZBSTYL-SULFONYLMETHYL HYDROXAMIC ACIDS 
AND THEIR USE AS PROTEASE INHIBITORS 

FIELD OF THE INVENTION 
5 [l] This invention is directed generally to proteinase (also known as 

"protease 5 ') inhibitors, and, more particularly, to piperidinyl- and 
piperazinyl-sulfonylmethyl hydroxamic acids and salts thereof that, inter alia, inhibit 
matrix metalloproteinase (also known as "matrix metalloprotease" or "MMP") activity 
and/or aggrecanase activity. This invention also is directed to compositions of such 
10 inhibitors, intermediates for the syntheses of such inhibitors, methods for making such 
inhibitors, and methods for treating conditions associated with proteinase activity 
(particularly pathological conditions associated with MMP activity and/or aggrecanase 
activity). 

1 5 BACKGROUND OF THE INVENTION 

[2] Connective tissue is a required component of all mammals. It provides 
rigidity, differentiation, attachments, and, in some cases, elasticity. Connective tissue 
components include, for example, collagen, elastin, proteoglycans, fibronectin, and 
laminin. These biochemicals make up (or are components of) structures, such as skin, 

20 bone, teeth, tendon, cartilage, basement membrane, blood vessels, cornea, and vitreous 
humor. 

[3] Under normal conditions, connective tissue turnover and/or repair 
processes are in equilibrium with connective tissue production. Degradation of connective 
tissue is carried out by the action of proteinases released from resident tissue cells and/or 

25 invading inflammatory or tumor cells. 

14] Matrix metalloproteinases, a family of zinc-dependent proteinases, make up 
a major class of enzymes involved in degrading connective tissue. Matrix 
metalloproteinases are divided into classes, with some members having several different 
names in common use. Examples are: MMP-1 (also known as collagenase 1, fibroblast 

30 collagenase, or EC 3.4.24.3); MMP-2 (also known as gelatinase A, 72kDa gelatinase, 

basement membrane collagenase, or EC 3.4.24.24), MMP-3 (also known as stromelysin 1 

1 
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or EC 3.4.24.17), proteoglycanase, MMP-7 (also known as matrilysin), MMP-8 (also 
known as collagenase II, neutrophil collagenase, or EC 3.4.24.34), MMP-9 (also known as 
gelatinase B, 92kDa gelatinase, or EC 3.4.24.35), MMP-10 (also known as stromelysin 2 
or EC 3.4.24.22), MMP-1 1 (also known as stromelysin 3), MMP-12 (also known as 
5 metalloelastase, human macrophage elastase or HME), MMP- 13 (also known as 

collagenase 111), and MMP- 14 (also known as MT1-MMP or membrane MMP). See, 
generally, Woessner, J.F., "The Matrix Metalloprotease Family" in Matrix 
Metalloproteinases, pp.1-14 (Edited by Parks, W.C. & Mecham, R.P., Academic Press, 
San Diego, CA 1998). 

10 [5j Excessive breakdown of connective tissue by MMPs is a feature of many 

pathological conditions. Inhibition of MMPs therefore provides a control mechanism for 
tissue decomposition to treat these pathological conditions. Such pathological conditions 
generally include, for example, tissue destruction, fibrotic diseases, pathological matrix 
weakening, defective injury repair, cardiovascular diseases, pulmonary diseases, kidney 
15 diseases, liver diseases, and diseases of the central nervous system. Specific examples of 
such conditions include, for example, rheumatoid arthritis, osteoarthritis, septic arthritis, 
multiple sclerosis, a decubitis ulcer, corneal ulceration, epidermal ulceration, gastric 
ulceration, tumor metastasis, tumor invasion, tumor angjogenesis, periodontal disease, 
liver cirrhosis, fibrotic lung disease, emphysema, otosclerosis, atherosclerosis, proteinuria, 
20 coronary thrombosis, dilated cardiomyopathy, congestive heart failure, aortic aneurysm, 
epidermolysis bullosa, bone disease, Alzheimer's disease, defective injury repair (e.g., 
weak repairs, adhesions such as post-surgical adhesions, and scarring), chronic obstructive 
pulmonary disease, and post myocardial infarction. MMPs (particularly MMP-9) also 
have been reported to be associated with pathological conditions related to nitrosative and 
25 oxidative stress. See Gu, Zezong et al., "S-Nitrosylation of Matrix Metalloproteinases: 
Signaling Pathway to Neuronal Cell Death," Science, vol. 297, pp. 1 186-90 (2002). 

[6] Matrix metalloproteinases also are involved in the biosynthesis of tumor 
necrosis factors (TNFs). Tumor necrosis factors are implicated in many pathological 
conditions. TNF-oc, for example, is a cytokine that is presently thought to be produced 
30 initially as a 28 kD cell-associated molecule. It is released as an active, 17 kD form that 
can mediate a large number of deleterious effects in vitro and in vivo. TNF-oc can cause 
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and/or contribute to the effects of inflammation (e.g., rheumatoid arthritis), autoimmune 
disease, graft rejection, multiple sclerosis, fibrotic diseases, cancer, infectious diseases 
(e.g., malaria, mycobacterial infection, meningitis, etc.), fever, psoriasis, cardiovascular 
diseases (e.g., post-ischemic reperfusion injury and congestive heart failure), pulmonary 

5 diseases (e.g., hyperoxic alveolar injury), hemorrhage, coagulation, radiation damage, and 
acute phase responses like those seen with infections and sepsis and during shock (e.g., 
septic shock and hemodynamic shock). Chronic release of active TNF-a can cause 
cachexia and anorexia. TNF-a also can be lethal. 

|7J Inhibiting TNF (and related compounds) production and action is an 

10 important clinical disease treatment. Matrix metalloproteinase inhibition is one 
mechanism that can be used. MMP (e.g., collagenase, stromelysin, and gelatinase) 
inhibitors, for example, have been reported to inhibit TNF-a release. See, e.g., Gearing et 
al. Nature 376, 555-557 (1994). See also, McGeehan et al. See also, Nature 376, 558-561 
(1994). MMP inhibitors also have been reported to inhibit TNF-a convertase, a 

1 5 metalloproteinase involved in forming active TNF-a. See, e.g., WIPO Int'l Pub. No. WO 
94/24140. See also, WIPO Int'l Pub. No. WO 94/02466. See also, WIPO Int'l Pub. No. 
WO 97/20824. 

[8J Matrix metalloproteinases also are involved in other biochemical processes 
in mammals. These include control of ovulation, post-partum uterine involution, possibly 

20 implantation, cleavage of APP ((3-amyloid precursor protein) to the ainyloid plaque, and 
inactivation of (ai-protease inhibitor (ai -PI). Inhibiting MMPs therefore may be a 
mechanism that may be used to control of fertility. In addition, increasing and 
maintaining the levels of an endogenous or administered serine protease inhibitor (e.g., a\ 
-PI) supports the treatment of pathological conditions such as emphysema, pulmonary 

25 diseases, inflammatory diseases, and diseases of aging (e.g., loss of skin or organ stretch 
and resiliency). 

191 Numerous metalloproteinase inhibitors are known. See, generally, Brown, 
P.D., "Synthetic Inhibitors of Matrix Metalloproteinases" in Matrix Metalloproteinases, 
pp. 243-61 (Edited by Parks, W.C. & Mecham, R.P., Academic Press, San Diego, CA 
30 1998). 

3 
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110] Metalloproteinase inhibitors include, for example, natural biochemical*, 
such as tissue inhibitor of metalloproteinase (TIMP), o2-macroglobulin, and their analogs 
and derivatives. These are high-molecular-weight protein molecules that form inactive 

complexes with metalloproteinases. 
5 mi Anumberofsmallerpeptide-likecompoundsalsohavebeenreportedto 

inhibit metalloproteinases. Mercaptoamide peptidyl derivatives, for example, have been 
reported to inhibit angiotensin converting enzyme (also known as ACE) in vitro and in 
vivo. ACE aids in the production of angiotensin H, a potent pressor substance in 
mammals. Inhibiting ACE leads to lowering of blood pressure. 
10 [121 A wide variety of thiol compounds have been reported to inhibit MMPs. 

See, e.g., W095/12389. Seealso, W096/11209. See also, U.S. Patent No. 4,595,700. See 

also, U.S. Patent No. 6,013,649. 

[13] A wide variety of hydroxamic acid compounds also have been reported to 
inhibit MMPs. Such compounds reportedly include hydroxamic acids having a carbon 
15 backbone. See, e.g., WIPO Ml Pub. No. WO 95/29892. See also, W1PO Ml Pub. No. 
W0 97/24117. See also, WIPO M'l Pub. No. WO 97/49679. See also, European Patent 
No. EP 0 780 386. Such compounds also reportedly include hydroxamic acids having 
peptidyl backbones orpeptidomimetic backbones. See, e.g, WIPO M'l Pub. No. WO 
90/05719. See also, WIPO Ml Pub. No. WO 93/20047. See also, WIPO M'l Pub. No. 
20 WO95/09841. See WO Ml Pub. No. WO 96/06074. See also, Schwartz et al., 
Progr. Med. Chem., 29:271-334(1992). See also, Rasmussen et al., Pharmacol Ther., 
75(1): 69-75 (1997). See also, Denis et si., Invest New Drugs, 15(3): 175-185 (1997). 
Various piperazinylsulfonyMethyl hydroxamic acids and piperidinylsulfonyMethyl 
hydroxamic acids have additionally been reported to inhibit MMPs. See, WIPO Ml Pub. 
25 No. WO 00/46221 . And various aromatic sulfone hydroxamic acids have been reported to 
inhibit MMPs. See, WIPO Ml Pub. No. WO 99/25687. See also, WIPO M'l Pub. No. 
WO 00/50396. See also, WIPO Ml Pub. No. WO 00/69821. 

[14] It is often advantageous for an MMP mhibitor drug to target a certain 
MMP(s) over another MMP(s). For example, it is typically preferred to mhibit MMP-2, 
30 MMP-3, MMP-9, and/or MMP-13 (particularly MMP-13) when treating cancer, mhibiting 
of metastasis, and mhibiting angiogenesis. It also is typically preferred to inhibit MMP-13 
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when treating osteoarthritis. See, e.g., Mitchell et al., J Clin. Invest, 97:761-768 (1996). 
See also, Reboul et al., J Clin. Invest., 97:2011-2019 (1996). Normally, however, it is 
preferred to use a drug that has little or no inhibitory effect on MMP-1 and MMP-14. This 
preference stems from the fact that both MMP-1 and MMP-14 are involved in several 

5 homeostatic processes, and inhibition of MMP-1 and/or MMP-14 consequently tends to 
interfere with such processes. 

115] Many known MMP inhibitors exhibit the same or similar inhibitory effects 
against each of the MMPs. For example, batimastat (a peptidomimetic hydroxamic acid) 
has been reported to exhibit IC 5 o values of from about 1 to about 20 nM against each of 

10 MMP-1 , MMP-2, MMP-3, MMP-7, and MMP-9. Marimastat (another peptidomimetic 
hydroxamic acid) has been reported to be another broad-spectrum MMP inhibitor with an 
enzyme inhibitory spectrum similar to batimastat, except that Marimastat reportedly 
exhibited an IC 50 value against MMP-3 of 230 nM. See Rasmussen et al., Pharmacol. 
Titer., 75(1): 69-75 (1997). 

1 5 [16] Meta analysis of data from Phase I/n studies using Marimastat in patients 

with advanced, rapidly progressive, treatment-refractory solid tumor cancers (colorectal, 
pancreatic, ovarian, and prostate) indicated a dose-related reduction in the rise of 
cancer-specific antigens used as surrogate markers for biological activity. Although 
Marimastat exhibited some measure of efficacy via these markers, toxic side effects 

20 reportedly were observed. The most common drug-related toxicity of Marimastat in those 
clinical trials was musculoskeletal pain and stiffness, often commencing in the small joints 
in the hands, and then spreading to the arms and shoulder. A short dosing holiday of 1-3 
weeks followed by dosage reduction reportedly permits treatment to continue. See 
Rasmussen et al., Pharmacol Ther., 75(1): 69-75 (1997). It is thought that the lack of 

25 specificity of inhibitory effect among the MMPs may be the cause of that effect. 

[171 Another enzyme implicated in pathological conditions associated with 
excessive degradation of connective tissue is aggrecanase, particularly aggrecanase-1 (also 
known as ADAMTS-4). Specifically, articular cartilage contains large amounts of the 
proteoglycan aggrecan. Proteoglycan aggrecan provides mechanical properties that help 

30 articular cartilage in withstanding compressive deformation during joint articulation. The 
loss of aggrecan fragments and their release into synovial fluid caused by proteolytic 
cleavages is a central pathophysiological event in osteoarthritis and rheumatoid arthritis. 

5 
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It has been reported that two major cleavage sites exist in the proteolytically sensitive 
interglobular domains at the N-terminal region of the aggrecan core protein. One of those 
sites has been reported to be cleavedby several matrix metalloproteases. The other site, 
however, has been reported to be cleaved by aggrecanase-1 . Thus, inhibiting excessive 
5 aggrecanase activity provides an additional and/or alternative treatment method for 
inflammatory conditions. See generally, Tang, B. L., "ADAMTS: A Novel Family of 
Extracellular Matrix Proteases," Int 7 Journal of Biochemistry & Cell Biology, 33, pp. 
33-44 (2001). Such diseases reportedly include, for example, osteoarthritis, rheumatoid 
arthritis, joint injury, reactive arthritis, acute pyrophosphate arthritis, and psoriatic 
10 arthritis. See, e.g., European Patent Application Publ. No. EP 1 081 137 Al. 

|l 81 In addition to inflammatory conditions, there also is evidence that 
inhibiting aggrecanase may be used for treating cancer. For example, excessive levels of 
aggrecanase-1 reportedly have been observed with a ghoma cell line. It also has been 
postulated that the enzymatic nature of aggrecanase and its similarities with the MMPs 
15 would support tumor invasion, metastasis, and angiogenesis. SeelmgJnflJournalof 
Biochemistry & Cell Biology, 33, pp. 33-44 (2001). 

[191 Various hydroxamic acid compounds have been reported to inhibit 
aggrecanase-1 . Such compounds include, for example, those described in European Patent 
Application Publ. No. EP 1 081 137 Al. Such compounds also include, for example, 
20 those described in WIPO PCT Int'l Publ. No. WO 00/09000. Such compounds further 
include, for example, those described in WIPO PCT Int'l Publ. No. WO 00/59874. 

,20] bi view of the importance of hydroxamic acid compounds in the treatment 
of several pathological conditions (particularly those associated with MMP and/or 
aggrecanase activity) and the lack of enzyme specificity exhibited by two of the more 
25 potent hydroxamic acid MMP-inhibitor drugs that have been in clinical trials, there 
continues to be a need for hydroxamic acids having greater enzyme specificity 
(particularly hydroxamic acids exhibiting little or no inhibitory activity toward MMP-1 
and/or MMP-14). The following disclosure describes hydroxamic acid compounds that 
tend to exhibit such desirable activities. 



30 
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SUMMARY OF THE INVENTION 



[21] This invention is directed to, for example, compounds and salts thereof that 
inhibit protease activity, particularly compounds that inhibit MMP-2, MMP-9, MMP- 13, 
and/or aggrecanase, while generally exhibiting relatively little or no inhibition against 

5 MMP-1 and MMP- 14 activity. This invention also is directed to, for example, a method 
for inhibiting protease activity, particularly pathological MMP activity. Such a method is 
particularly suitable to be used with mammals, such as humans, other primates (e.g., 
monkeys, chimpanzees, etc.), companion animals (e.g., dogs, cats, horses, etc.), farm 
animals (e.g., goats, sheep, pigs, cattle, etc.), laboratory animals (e.g., mice, rats, etc.), and 

10 wild and zoo animals (e.g., wolves, bears, deer, etc.). 

122] Briefly, therefore, this invention is directed, in part, to a compound that 
corresponds in structure to Formula I (or a salt thereof): 



[24] A* and A^, together with the carbon to which they are bonded, form 
carbocyclyl or heterocyclyl. The carbocyclyl or heterocyclyl is optionally substituted with 

20 up to 3 independently selected R x substituents. Alternatively, A* and A 2 are 

independently selected from the group consisting of hydrogen, alkyl, alkoxyalkyl, 
alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, 
carbocyclylalkynyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylalkylthio, 
carbocyclylthioalkyl, carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 

25 heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl. Each such 
substituent (if substitutable) optionally is substituted with up to 3 independently selected 

R x substituents. 




15 



(I). 

Generally, Y, A 1 , A 2 , E l , E 2 , and E 3 are defined as follows: 

[23] Y is nitrogen, carbon bonded to hydrogen, or carbon bonded to an R x 



substituent. 
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[251 E 1 is caibocyclyl or heterocyclyl. The carbocyclyl or heterocyclyl (if 
substitutable at one or more positions other than the position occupied by -E -E ) is 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, oxo, amino, mono-alkylarnino, di-alkylamino, nitro, 
5 nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, 
alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
[26] Alternatively, E 1 is alkyl optionally substituted with one or more 
10 substituents independently selected from the group consisting of halogen, hydroxy, amino, 
mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. 
The optional the alkyl, alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and 
di-alkylamino substituents are, in turn, optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, ( 
15 thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

[271 Alternatively, E 1 is -E ,A -E 1B Here, E ,A is -0-, -C(O)-, -C(0)-0-, 
-0-C(0)-, -NCR 3 )-, -CCO-NCR 3 )-, -N(R a )-C(0)-, -C(0>N(R a )-N(R a )-C(0)-, -S-, -S(0)-, 
-S(0) 2 -, -N(R*)-S(0)2-, -S^-NCR 4 )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, or a 
bond. E 1B is heterocylcylalkyl optionally substituted with one or more substituents 
20 independently selected from the group consisting of halogen, hydroxy, amino, 

mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. 
Any member of such group optionally is substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
25 [281 E 2 is -0-, -C(0>, -C(0>0-, -O-C(O)-, -NCR 8 )-, -C(0)-NCR a h 

-NCR^CCO)-, -CCO>N(R a )-NCR>C(0)-, -S-, -SCO)-, -SCO) 2 -, -NCR a )-SCO)2-, 
-SCO) 2 -N(R a K -0-SCO)2-, -SCO)2-0-, -C(NH)-, -C(NOH)-, or a bond. 

[291 E 3 is hydrogen, halogen, cyano, alkyl, alkenyl, alkynyl, alkoxyalkyl, 
alkoxyalkoxyalkyi, alkylthioalkyL alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
30 alkoxyalkylthioalkyl, aminoalkyL carbocyclyl, carbocyclylalkyl, heterocyclyl, or 

heterocyclylalkyl. Any such substituent (if substitutable) is optionally substituted with 

8 



BNSDOCitt <W O 0 3091247A2 I > 



WO 03/091247 



PCT/US03/13123 



one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, hydroxylimino, 
amino (optionally substituted with up to 2 substituents independently selected from the 
group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, alkylsulfonyl, 
5 carbocyclyl, and carbocyclylalkyl. Such optional substituents, in turn, optionally are 

substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
aminocarbonyl, and amino. 

[30] Each R x is independently selected from the group consisting of halogen, 
1 0 cyano, hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, 
alkoxyalkoxy, R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, 
R a R a -amino, R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, 
R a R a -aminosulfonyl, carbocyclyl, carbocyclylalkyl, carbocyclyloxy, 
carbocyclyloxyalkoxy, carbocyclylthio, carbocyclylsulfonyl, heterocyclyl, 
1 5 heterocyclylalkyl, heterocyclyloxy, heterocyclyloxyalkoxy, heterocyclylthio, and 
heterocyclylsulfonyl. Each such substituent (if substitutable) is, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 
20 the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy are optionally substituted 

with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino is optionally substituted with up to 2 independently selected 
alkyl; and 

25 the imino is optionally substituted with hydroxy. 

[311 Each R a is independently selected from the group consisting of hydrogen, 
hydroxy, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 

30 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 

carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
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heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl. Each such substituent (if substitutable) 
is, in turn, optionally substituted: 
5 on any substitutable carbon with one or more substituents independently 

selected from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, 
sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

on any substitutable amino nitrogen with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
10 carbocyclylalkyl; 

[321 This invention also is directed, in part, to a method for treating a condition 
associated with pathological matrix metalloprotease activity in a mammal having the 
condition or predisposed to having the condition. The method comprises administering an 
above-described compound or a pharmaceutically acceptable salt thereof to the mammal in 
15 an amount that is therapeutically-effective to treat the condition. 

[33] This invention also is directed, in part, to a method for treating a condition 
associated with pathological TNF-a convertase activity in a mammal having the condition 
or predisposed to having the condition. The method comprises administering an above- 
described compound or a pharmaceutically acceptable salt thereof to the mammal in an 
20 amount that is therapeutically-effective to treat the condition. 

[34] This invention also is directed, in part, to a method for treating a condition 
associated with pathological aggrecanase activity in a mammal having the condition or 
predisposed to having the condition. The method comprises administering an above- 
described compound or a pharmaceutically acceptable salt thereof to the mammal in an 
25 amount that is therapeutically-effective to treat the condition. 

[35] This invention also is directed, in part, to a method for treating a 
pathological condition in a mammal having the condition or predisposed to having the 
condition, wherein the pathological condition comprises tissue destruction, a fibrotic 
disease, pathological matrix weakening, defective injury repair, a cardiovascular disease, a 
30 pulmonary disease, a kidney disease, a liver disease, an ophthalmologic disease, and a 

central nervous system disease. The method comprises administering an above-described 
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compound or a pharmaceutically acceptable salt thereof to the mammal in an amount that 
is therapeutically-effective to treat the condition. 

[361 This invention also is directed, in part, to a method for treating a 
pathological condition in a mammal having the condition or predisposed to having the 
5 condition, wherein the pathological condition comprises osteoarthritis, rheumatoid 

arthritis, septic arthritis, tumor invasion, tumor metastasis, tumor angiogenesis, a decubitis 
ulcer, a gastric ulcer, a corneal ulcer, periodontal disease, liver cirrhosis, fibrotic lung 
disease, otosclerosis, atherosclerosis, multiple sclerosis, dilated cardiomyopathy, 
epidermal ulceration, epidermolysis bullosa, aortic aneurysm, defective injury repair, an 
10 adhesion, scarring, congestive heart failure, post myocardial infarction, coronary 

thrombosis, emphysema, proteinuria, Alzheimer's disease, bone disease, and chronic 
obstructive pulmonary disease. The method comprises administering an above-described 
compound or a pharmaceutically acceptable salt thereof to the mammal in an amount that 
is therapeutically-effective to treat the condition. 
15 [37] This invention also is directed, in part, to pharmaceutical compositions 

comprising a therapeutically-effective amount of an above-described compound or a 
pharmaceutically-acceptable salt thereof. 

[38] This invention also is directed, in part, to a use of an above-described 
compound or a pharmaceutically acceptable salt thereof to prepare a medicament for 
20 treating a condition associated with pathological matrix metalloprotease activity. 

[39] This invention also is directed, in part, to a use of an above-described 
compound or a pharmaceutically acceptable salt thereof to prepare a medicament for 
treating a condition associated with pathological TNF-ot convertase activity. 

[40] This invention also is directed, in part, to a use of an above-described 
25 compound or a pharmaceutically acceptable salt thereof to prepare a medicament for 
treating a condition associated with pathological aggrecanase activity. 

[41] This invention also is directed, in part, to a use of an above-described 
compound or a pharmaceutically acceptable salt thereof to prepare a medicament for 
treating tissue destruction, a fibrotic disease, pathological matrix weakening, defective 
30 injury repair, a cardiovascular disease, a pulmonary disease, a kidney disease, a liver 
disease, an ophthalmologic disease, and a central nervous system disease. The method 
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comprises administering an above-described compound or a pharmaceutical^ acceptable 
salt thereof to the mammal in an amount that is therapeutically-effective to treat the 
condition. 

[42] This invention also is directed, in part, to a use of an above-described 
compound or a pharmaceutical^ acceptable salt thereof to prepare a medicament for 
treating osteoarthritis, rheumatoid arthritis, septic arthritis, tumor invasion, tumor 
metastasis, tumor angiogenesis, a decubitis ulcer, a gastric ulcer, a corneal ulcer, 
periodontal disease, liver cirrhosis, fibrotic lung disease, otosclerosis, atherosclerosis, 
multiple sclerosis, dilated cardiomyopathy, epidermal ulceration, epidermolysis bullosa, 
aortic aneurysm, defective injury repair, an adhesion, scarring, congestive heart failure, 
post myocardial infarction, coronary thrombosis, emphysema, proteinuria, Alzheimer's 
disease, bone disease, and chronic obstructive pulmonary disease. The method comprises 
administering an above-described compound or a pharmaceutical^ acceptable salt thereof 
to the mammal in an amount that is therapeutically-effective to treat the condition. 

|43] Further benefits of Applicants' invention will be apparent to one skilled in 
the art from reading this patent. 

DETAILED DESCRIPTION OF THE PREFERRED EMBODIMENTS 
[44] This detailed description of preferred embodiments is intended only to 
acquaint others skilled in the art with Applicants' invention, its principles, and its practical 
application so that others skilled in the art may adapt and apply the invention in its 
numerous forms, as they may be best suited to the requirements of a particular use. This 
detailed description and its specific examples, while indicating preferred embodiments of 
this invention, are intended for purposes of illustration only. This invention, therefore, is 
not limited to the preferred embodiments described in this patent, and may be variously 
modified. 

A. Compounds of This Invention 
[45] In accordance with this invention, it has been found that certain piperidinyl- 
and piperazinyl-sulfonylmethyl hydroxamic acid compounds and salts thereof tend to be 
effective for inhibiting proteases, particularly those associated with excessive (or 
otherwise pathological) breakdown of connective tissue. Specifically, Applicants have 
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found that these compounds and salts tend to be effective for inhibiting proteases 
(particularly MMP-2, MMP-9, MMP- 13, other MMP's associated with pathological 
conditions, and/or aggrecanase) that are often particularly destructive to tissue if present or 
generated in abnormally excessive quantities or concentrations. Moreover, Applicants 
5 have discovered that these compounds and salts tend to be selective toward inhibiting 
pathological protease activity, while avoiding excessive inhibition of other proteases 
(particularly MMP-1 and/or MMP-14) that are typically essential to normal bodily 
function (e.g., tissue turnover and repair). 

10 A-L Preferred Compound Structures 

[46] As noted above, the compounds of this invention generally have a structure 
corresponding to Formula I: 

ho t\°r 



E'-E^E 3 
(I). 

1 5 In many preferred embodiments, such compounds generally correspond in structure to the 
following formula (IA): 

e'-E 2 -E 3 

(IA). 

In these formulas, Y, A 1 , A 2 , E 1 , E 2 , E 3 , and R x are defined as follows: 

20 

General Description of Preferred Y Substituents 
[47J Y is generally (1) carbon bonded to hydrogen, (2) carbon bonded to an R x 
substituent, or (3) nitrogen. 

[48] If Y is carbon bonded to hydrogen, the compound corresponds in structure 
25 to Formula (IB-1): 
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i V r 

DO vV^ 



H A ( V 

(DM) 




e*-e 2 -e 3 



149| If, on the other hand, Y is bonded to an R x substituent, the compound 
corresponds in structure to Formula (EB-2): 

9 V * 




-E 2 -E 3 
(B-2). 

In many such embodiments, the piperidine bridging the sulfonyl and E 1 is preferably not 
otherwise substituted with an R x substituent. In that instance, the compound corresponds 
in structure to Formula (IB-3): 



H A lX A 2 




1 E 2 -E 3 



(IB-3). 

In some such embodiments, Y is preferably carbon bonded to halogen. In other such 
embodiments, Y is preferably carbon bonded to hydroxy. In those embodiments, the 
compound corresponds in structure to Formula (IB-4) 



H A lX A 2 



I J^OH 

^^^e'-e^e 3 



(IB-4). 

[501 If Y is nitrogen, the compound corresponds in structure to Formula (IB-5): 
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HO. 




(EB-5). 



General Description of Preferred A 1 and A 2 Substituents 
[511 A* and A^ (together with the carbon to which they are bonded) may form 



carbocyclyl or heterocyclyl. The carbocyclyl or heterocyclyl is, in turn, optionally 
substituted with up to 3 independently selected R x substituents. The phrase "optionally 
substituted with up to 3 independently selected R x substituents" means that the 
carbocyclyl or heterocyclyl maybe either: (1) unsubstituted; or (2) substituted with 1, 2, or 

10 3 R x substituents. Those R x substituents maybe identical or different. The term 

"substituted" means that an R x substituent is in the place of a hydrogen on the carbocyclyl 
or heterocyclyl. If the ring structure has fewer than 3 substitutable positions (i.e., less than 
3 hydrogens), then the number of optional R x substituents on the ring structure will be up 
to the number of substitutable positions on the ring structure. To illustrate, if A and A 

1 5 (together with the carbon to which they are bonded) form dioxazolyl: 



then the dioxazolyl is optionally substituted with up to one R x substituent. In other words, 
the compound will correspond in structure to one of the following: 





(KM) 



(IC-2). 
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[52] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form carbocyclyl. The carbocyclyl is optionally substituted with 
up to 3 independently selected R x substituents. 

[53] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
5 which they are bonded) form unsubstituted carbocyclyl. 

[54] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form cycloalkenyl optionally substituted with up to 3 
independently selected R x substituents. 

[55] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
1 0 which they are bonded) form unsubstituted cycloalkenyl. 

[56] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form cycloalkyl optionally substituted with up to 3 independently 
selected R x substituents. 

[57] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
1 5 which they are bonded) form unsubstituted cycloalkyl. 

[58] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form cyclopropyl optionally substituted with up to 3 
independently selected R x substituents. 

[59] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
20 which they are bonded) form unsubstituted cyclopropyl. 

[60] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form cyclobutyl optionally substituted with up to 3 independently 

selected R x substituents. 

[61] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
25 which they are bonded) form unsubstituted cyclobutyl. 

[62] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form cyclopentyl optionally substituted with up to 3 independently 
selected R x substituents. 
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[63] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form unsubstituted cyclopentyl. 

[64] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form cyclohexyl optionally substituted with up to 3 independently 

5 selected R x substituents. 

[65] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form unsubstituted cyclohexyl. 

[66] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form heterocyclyl. The heterocyclyl optionally is substituted with 
10 up to 3 independently selected R x substituents. 

[67] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form unsubstituted heterocyclyl. 

[68] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form heteroalkenyl. The heteroalkenyl optionally is substituted 
1 5 with up to 3 independently selected R x substituents. 

[69] In some preferred embodiments, A* and A 2 (together with the carbon to 
which they are bonded) form unsubstituted heteroalkenyl. 

[70] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form heterocycloalkyl. The heteroalkenyl optionally is substituted 
20 with up to 3 independently selected R x substituents. 

[71] In some preferred embodiments, A 1 and A 2 (together with the carbon to 
which they are bonded) form unsubstituted heterocycloalkyL 

[72] In some preferred embodiments, the A 1 A 2 moiety corresponds in 

structure to one of the following: 
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[73] In some preferred embodiments, the A 1 A 2 moiety corresponds in 

structure to the following formula: 




Here, A' and A" are independently selected from the group consisting of hydrogen and 
5 halogen (preferably fluoro). 

[74] In some preferred embodiments, the compound corresponds in structure to 
the following formula: 
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Vs ^E 1 -E 2 -E 3 



(ID). 



Here, A is -O-, -N(H)-, -N(R>, -S-, -S(O)-, or -S(0) 2 -. 

[75] In some preferred embodiments, A is -O-, i.e. 9 the compound corresponds 
in structure to the following formula: 




(EM). 

[76] In some preferred embodiments, A is -N(H)- , i.e., the compound 
corresponds in structure to the following formula: 



(ID-2). 

[77] In some preferred embodiments, A is -N(R X )- , i.e. , the compound 
corresponds in structure to the following formula: 




1 -E 2 -E 3 



(ED-3). 

[781 &i some preferred embodiments, A is -S-, i.e., the compound corresponds 
structure to one of the following formula: 
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(ID-4). 

[79] In some preferred embodiments, A is -S(O)-, i.e. 9 the compound 
corresponds in structure to one of the following formula:' 




I 

(ID-5). 

[80] In some preferred embodiments, A is -S(0)2-, i.e., the compound 
corresponds in structure to one of the following formula: 




e'-e^e 3 

10 (ID-6). 

[81] A 1 and A 2 alternatively may be independently selected from the group 
consisting of hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, caibocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 

1 5 carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 

heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylalkylthio, 
heterocyclylthioalkyl, and heterocyclylalkylthioalkyl. Each such substituent (if 

substitutable) optionally is substituted with up to 3 independently selected R x substituents. 
[82] . In the above definition, where A 1 or A 2 can be hydrogen, the modifying 
20 phrase "if substitutable" excludes replacing that hydrogen with an R x substituent. Other 
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contemplated A 1 or A 2 substituents that are not substitutable (i.e., have no hydrogens) 
include, for example, oxatriazolyl: 



If the A 1 or A 2 substituent has less than 3 substitutable positions (i.e., less than 3 
hydrogens), then the number of optional R x substituents will be up to the number of 
substitutable positions on the A 1 or A 2 substituent. 

[831 hi some preferred embodiments, A 1 and A 2 , together with the carbon to 
which they are bonded, form heterocyclyl or carbocyclyl. The heterocyclyl and 
carbocyclyl optionally are substituted with up to 3 independently selected R x substituents. 
Alternatively, in such embodiments, A 1 and A 2 are independently selected as follows: 
A 1 is hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, 
carbocyclyloxyalkyl, carhocyclylalkoxyalkyl, carbocyclylalkylthio, 
carbocyclylthioalkyl, carhocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, or 
heterocyclylalkylthioalkyl. Any member of such group optionally is substituted 

with up to 3 independently selected R x substituents. 

A 2 is alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, or heterocyclylalkylthioalkyl. Any 
member of such group optionally is substituted with up to 3 independently selected 

R x substituents. 
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[84] In some preferred embodiments, A 1 and A 2 are independently selected from 
the group consisting of alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
5 caibocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 

heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylalkylthio, 
heterocyclylthioalkyl, and heterocyclylalkylthioalkyl. Any member of such group 
optionally is substituted with up to 3 independently selected R x substituents. 



[87] E 1 is generally carbocyclyl or heterocyclyl. The carbocyclyl or 
heterocyclyl (if substitutable at one or more positions other than the position occupied by 
-E 2 -E 3 ) is, in turn, optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, 
20 di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, 
alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino substituents are, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, 
thioxo, and imino. 

25 [88] In some preferred embodiments, E 1 is heterocyclyl The heterocyclyl is (if 

substitutable at one or more positions other than the position occupied by -E -E ) 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, di-alkylamino, nitro, 



nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, 

25 



[85] In some preferred embodiments, one of A 1 and A 2 is hydrogen, e.g.,, the 
10 compound corresponds in structure to the following formula: 



E*-E 2 -E 3 
(IE). 

[86] In some preferred embodiments, A 2 is alkyl, and A 1 is hydrogen 




General Description of Preferred E 1 , E 2 , and if Substituents 
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alkylthio, mono-alkylamino, and di-alkylamino substitute are, in ton, optionally 
substituted with one or more substitute independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and umno. 

,89] In some preferred embodiments, E 1 is heterocyclyl. The heterocyclyl is (if 
5 substitutable at one or more positions other than Ihe position occupied by -E 2 -E 3 ) 

optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, amino, mono-alkylamino, m-alkylamino, nitro, nitroso, 
alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, 
alkylthio, mono-alkylamino, and di-alkylamino substituents are, in torn, optionally 
10 substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and immo. 

1901 in some preferred embodiments, E 1 is pyrazinyl, pyrimidinyl pyndazmyl, 
furanyl, tetrahydropyranyl, dihydrofuranyl, tetrahydromranyl, thienyl, dihydrothienyl, 
tetrahydrothienyl, pyrrolyl, isopyrrolyl, pyrrolinyl, pyrroUdinyl, imidazolyl, isoimidazolyl, 
15 imidazoline, imidazohdinyl, pyrazolyl, pyrazolinyl, pyrazoUdinyl, triazolyl, tetrazolyl, 
dithiolyl, oxathiolyl, oxazolyl, isoxazolyl, oxazohdinyl, isoxazohdinyl, thiazolyl, 
isothiazolyl, thiazolinyl, isothiazolinyl, thiazolidinyl, isothiazoUdinyl, thiodiazolyl, 
oxathiazolyl, oxadiazolyl, oxatriazolyl, dioxazolyl, oxathiolyl, oxathiolanyl, pyranyl, 
dihydropyranyl, pyridinyl, piperidinyl, diazinyl, piperazinyl, triazinyl, oxazinyl, 
20 isoxazinyl, oxathiazinyl, oxadiazinyl, morpholinyl, azepinyl, oxepinyL thiepinyl, 
diazepinyl, indolizinyl, pyrindinyl, pyranopyrrolyl, 4H-quinohzinyl, purinyl, 
naphthyridinyl, pyridopyridinyl, pteridinyl, indolyl, isoindolyl, indoleninyl, isoindazolyl, 
benzazinyl, phthalazinyl, quinoxalinyl, quinazolinyl, benzodiazinyl, benzopyranyl, 
benzothiopyranyl, benzoxazolyl, indoxazinyl, anthranilyl, benzodioxolyl, benzodioxanyl, 
25 benzoxadiazolyl, benzofuranyl, isobenzofuranyl, benzothienyl, isobenzothienyl, 
benzothiazolyl, benzothiadiazolyl, benzimidazolyl, benzotriazolyl, benzoxazinyL 
benzisoxazinyl, tetrahydroisoquinolinyl , carbazolyl, xanthenyl or acridinyl. Each such 
substituent is (if substitutable at one or more positions other thanlhe position occupiedby 
-E 2 -E 3 ) optionally substituted with one or more substituents independently selected from 
30 the group consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, di-alkylamino, 
nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, 
alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino substituents are, in ton, 
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optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, thioxo, and 
imino. 

(91] In some preferred embodiments, E l is pyrazinyl, pyrimidinyl pyridazinyl, 

5 fiiranyl, tetrahydropyranyl, dihydrofuranyl, tetrahydrofaranyl, thienyl, dihydrothienyl, 
tetrahydrothienyl, pyrrolyl, pyrrolinyl, pyrrolidinyl, imidazolyl, imidazolinyl, 
imidazolidinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl, triazolyl, tetrazolyl, oxazolyl, 
isoxazolyl, oxazohdinyl, isoxazolidinyl, thiazolyl, isothiazolyl, thiazolinyl, isothiazolinyl, 
thiazolidinyl, isothiazolidinyl, thiodiazolyl, oxathiazolyl, oxadiazolyl, oxatriazolyl, 

1 0 oxathiolyl, oxathiolanyl, pyranyl, dihydropyranyl, pyridinyl, piperidinyl, piperazinyl, 
triazinyl, oxazinyl, morpholinyl, azepinyl, diazepinyl, indolizinyl, pyrindinyl, 
pyranopyrrolyl, 4H-quinolizinyl, purinyl, naphthyridinyl, pyridopyridinyl, pteridinyl, 
indolyl, isoindolyl, indoleninyl, isoindazolyl, benzazinyl, phthalazinyl, quinoxalinyl, 
quinazolinyl, benzodiazinyl, benzopyranyl, benzothiopyranyl, benzoxazolyl, indoxazinyl, 

1 5 anthranilyl, benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzofuranyl, 

isobenzofuranyl, benzothienyl, isobenzothienyl, benzothiazolyl, benzothiadiazolyl, 
benzimidazolyl, benzotriazolyl, benzoxazinyl, benzisoxazinyl, tetrahydroisoquinolinyl , 
carbazolyl, xanthenyl, or acridinyl. Each such substituent is (if substitutable at one or 
more positions other than the position occupied by -E 2 -E 3 ) optionally substituted with one 

20 or more substituents independently selected from the group consisting of halogen, 
hydroxy, oxo, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, alkylthio, 
mono-alkylamino, and di-alkylamino substituents are, in turn, optionally substituted with 
one or more substituents independently selected from the group consisting of halogen, 

25 hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, thioxo, and imino. 

[921 In some preferred embodiments, E l is heterocycloalkyl. The 
heterocycloalkyl is optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, 
di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, 
30 alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino substituents are, in 
turn, optionally substituted with one or more substituents independently selected from the 
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group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, 

thioxo, and imino. 

[93] In some preferred embodiments, E 1 is piperazinyl. 
(941 In some preferred embodiments, E 1 is heterocycloalkenyl. The 
5 heterocycloalkenyl is optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, 
di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, 
alkoxy, alkoxyalkyl, alkylthio, mono-allcylamino, and di-alkylamino substituents are, m 
turn, optionally substituted with one or more substituents independently selected from the 
10 group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, 
thioxo, and imino. 

l9 51 msomepreferred embodiments^ 1 is heteroaryl. Theheteroaryl(if 
substitutable at one or more positions other than the position occupied by -E 2 -E 3 ) is 
optionally substituted with one or more substituents independently selected from the group 
15 consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, mtroso, 
alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, 
alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
20 [961 In some preferred embodiments, E 1 is pyrazinyl, pyrimidinyl pyridazmyl, 

furanyl, tbienyl, pyrrolyl, isopyrrolyl, imidazolyl, isoimidazolyl, pyrazolyl, triazolyl, 
dithiolyl, oxathiolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, thiodiazolyl, 
oxathiazolyl, oxadiazolyl, dioxazolyl, oxathiolyl, pyranyl, pyridinyl, diazinyl, triazinyl, 
' tetrazolyl, oxazinyl, isoxazinyl, oxathiazinyl, oxadiazinyl, azepinyl, oxepinyl, thiepinyl, or 
25 diazepinyl. Each such substituent (if substitutable at one or more positions other than the 
position occupied by -E 2 -E 3 ) is, in turn, optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, ammo, 
mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. 
The optional alkyl, alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino 
30 substituents are, in rum, optionally substituted with one or more substituents 

independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, thioxo, and imino. 
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[97] In some preferred embodiments, E 1 is pyrazinyl, pyrimidinyl pyridazinyl, 
furanyl, thienyl, pyrrolyl, isopyrrolyl, imidazolyl, isoimidazolyl, pyrazolyl, triazolyl, 
dithiolyl, oxathiolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, thiodiazolyl, 
oxathiazolyl, oxadiazolyl, dioxazolyl, oxathiolyl, pyranyl, pyridinyl, diazinyl, triazinyl, 
5 tetrazolyl, oxazinyl, isoxazinyl, oxathiazinyl, oxadiazinyl, azepinyl, oxepinyl, thiepinyl, or 
diazepinyl. 

[98] In some preferred embodiments, E 1 is pyrazinyl, pyrimidinyl pyridazinyl, 
furanyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, oxazolyl, isoxazolyl, thiazolyl,- 
isothiazolyl, thiodiazolyl, oxathiazolyl, oxadiazolyl, oxathiolyl, pyranyl, pyridinyl, 
10 triazinyl, tetrazolyl, oxazinyl, azepinyl, or diazepinyl Each such substituent is optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio. Such optional substituents, in turn, are optionally 
substituted with one or more substituents independently selected from the group consisting 
15 of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, thioxo, and imino. 

[99] In some preferred embodiments, E l is pyrazinyl, pyrimidinyl pyridazinyl, 
furanyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, oxazolyl, isoxazolyl, thiazolyl, 
isothiazolyl, thiodiazolyl, oxathiazolyl, oxadiazolyl, oxathiolyl, pyranyl, pyridinyl, 
triazinyl, tetrazolyl, oxazinyl, azepinyl, or diazepinyl. 
20 [100] In some preferred embodiments, E 1 is thienyl. 

[101] In some preferred embodiments, E 1 is thiazolyl. 
[102] In some preferred embodiments, E l is pyridinyl. 

[103] In some preferred embodiments, E l is 5-member heteroaryl. The heteroaryl 
is (if substitutable at one or more positions other than the position occupied by -E 2 -E 3 ) 
25 optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, 
alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, 
alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
30 of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

[104] In some preferred embodiments, E 1 is thienyl, thiazolyl, isothiazolyl, 
oxadiazolyl, or thiodiazolyl. 
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[1051 Insomepreferredembodiment S ,E 1 is6-memberheteroaryl. The heteroaryl 
is (if substitutable at one or more positions other than the position occupied by -E 2 -E 3 ) 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, 

5 alkyl, alkoxy, alkoxyalkyl, and alkyltbio. The optional alkyl, alkoxy, alkoxyalkyl, 
alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
11061 In some preferred embodiments, E 1 is pyridinyl, pyrazinyl, pyrimidinyl, or 

10 pyridazinyl. 

(1071 In some preferred embodiments, E 1 is multi-ring heteroaryl. The heteroaryl 
is (if substitutable at one or more positions other than the position occupied by -E 2 -E 3 ) 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, 
15 alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional substituents are, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

[108J Examples of various contemplated compounds having a fused-ring 
heteroaryl at E 1 include, for example, those shown in Table 1A: 
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Table 1A 

Examples of Various Suitable Compounds Wherein E 1 is Multi-Ring Heteroaryl 
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In Table 1, Z preferably is hydrogen, halogen, methyl, or trihalomethyl (particularly 
5 trifluoromethyl).. 

[109] Alternatively, E 1 may be alkyl optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, amino, 
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mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkyltbio. 
The optional the alkyl, alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and 
di-alkylamino substituents are, in turn, optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
5 thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

[110] In some preferred embodiments, E 1 is alkyl. 
Illll In some preferred embodiments, E 1 is methyl. 
11121 E 2 is generally -0-, -C(0)-, -C(0)-0-, -0-C(0)-, -N(R 3 )-, -C(0)-N(R a )-, 
-N(R a >C(0>, -C(0)-N(R a )-N(R 3 )-C(0)-, -S-, -S(0>, -S(0) 2 -, -N(R 3 )-S(0) 2 -, 
10 -SCO^-N^ 8 )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, or a bond. 

[113] In some preferred embodiments, E 2 is -C(0)-, -C(0)-0-, -O-C(O)-, -NCR 3 )-, 
-C(0>N(R 3 )-, -N(R>C(0)-, -C(0>N(R>N(R 3 )-C(0)-, -S-, -S(O)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0)2-N(R a >, -0-S(0) 2 -, -S(O) 2 -0-, -C(NH)-, or -C(NOH)-. 

[114] In some preferred embodiments, E 2 is -0-, -C(0)-, -C(0)-0-, tO-C(O)-, 
15 -N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0>, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(0)-, -SCO^-, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -O-SCO^-, -S(0) 2 -0-, -C(NH)-, or -C(NOH)-. 

[115] In some preferred embodiments, E 2 is -C(0>, -N(H)-, -S-, -S(0>2-, 

-0-S(0) 2 -,or-C(0)-N(H)-. 

[116] In some preferred embodiments, E 2 is -C(0)-, -C(0)-0-, -C(0)-N(R a )-, 

20 -S(0) 2 -, -S(0) 2 -N(R a )-, -C(my, -C(NOH)-, or a bond. 

[117] In some preferred embodiments, E 2 is a bond. 

[118] In some preferred embodiments, E 2 is -0-. 

[119] In some preferred embodiments, E 2 is -NCR 3 )-. 

[120] In some preferred embodiments, E 2 is -N(H)-. 
25 [i2i] In some preferred embodiments, E 2 is -S-. 

[122] In some preferred embodiments, E 2 is -S(0)2-. 

[123] hi some preferred embodiments, E 2 is -C(0)-. 

[124] In some preferred embodiments, E 2 is -0-S(0)2-. 

[125] In some preferred embodiments, E 2 is -C(0)-N(H)-. 
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[1261 In some preferred embodiments, -E ! -E 2 is -0-, -C(O)-, -C(0)-0-, -O-C(O)-, 
-N(R a K -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0>N(R a )-N(R a )-C(0>, -S-, -S(O)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, or alkyl. The 
alkyl optionally substituted with one or more substituents independently selected from the 
5 group consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, 
nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, 
alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
10 [127] In some preferred embodiments, -E*-E 2 is alkyl. 

[128] In some preferred embodiments, -E*-E 2 is methyl. 
[129] In some preferred embodiments, E l -E 2 is -0-. 
[130] E 3 is generally hydrogen, halogen, cyano, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
15 alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, amino (optionally substituted with up to 2 substituents independently selected from 
20 the group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, 
and carbocyclylalkyl. Such optional substituents, in turn, optionally are substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 
and amino. 

25 [131] In some preferred embodiments, E 3 is hydrogen, halogen, cyano, alkyl, 

alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 
optionally substituted with one or more substituents independently selected from the group 

30 consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, amino (optionally substituted with up to 2 substituents independently selected from 
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the group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, carbocyclyl, and 
carbocyclylalkyl. Such optional substituents, in turn, optionally are substituted with one 
or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 
5 and amino. 

t i32] In some preferred embodiments, E 3 is hydrogen, halogen, cyano, alkyl, 
alkenyl, aDcynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioaDcoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 
10 optionally substituted with one or more substituents independently selected from the group 
' consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
hnino, amino (optionally substituted with up to 2 substituents independently selected from 
the group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, 
and carbocyclylalkyl. Such optional substituents, in turn, optionally are substituted wuh 
15 one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, and amino. 

,133] In some preferred embodiments, E 3 is hydrogen, halogen, cyano, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl alkylmioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
20 heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 

optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, amino (optionally substituted with up to 2 substituents independently selected from 
the group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, carbocyclyl, and 
25 carbocyclylalkyl. Such optional substituents, in turn, optionally are substituted with one 
or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, and amino. 

U341 In some preferred embodiments, E 3 is halogen, cyano, alkyl, alkenyl, 
alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
30 alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 
optionally substituted with one or more substituents independently selected from the group 

34 



BNSDOCIO <W O 03091 247A2.L> 



WO 03/091247 



PCT/US03/13123 



consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, amino (optionally substituted with up to 2 substituents independently selected from 
the group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, 
and carbocyclylalkyl Such optional substituents, in turn, optionally are substituted with 
5 one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aniinocarbonyl, 
and amino. 

[135] In some preferred embodiments, E 3 is alkyl, alkenyl, alkynyl, alkoxyalkyl, 
alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, or 
10 alkoxyalkylthioalkyl; and more preferably alkyl, alkoxy, alkoxyalkyl, or alkoxyalkoxy. 
Each such substituent is, in turn, partially substituted with one or more independently 
selected halogen. The halogen are preferably selected from the group consisting of bromo, 
chloro, and fluoro; more preferably selected from the group consisting of chloro and 
fluoro; and even more preferably all fluoro. 
1 5 [136] In some preferred embodiments, E 3 is carbocyclyl, carbocyclylalkyl, 

heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, amino, alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. As to such 
20 optional substituents: 

the alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl optionally 
are substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, aminocarbonyl, and amino; and 
25 the ammo nitrogen is substituted with up to 2 substituents independently 

selected from the group consisting of alkyl and carbocyclylalkyl. 
[137] In some preferred embodiments, E 3 is cyano, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, or alkoxyalkylthioalkyl. Each such substituent (if substitutable) is, 
30 in turn, substituted with one or more cyano. 

[138] In some preferred embodiments, E 3 is hydrogen, halogen, cyano, 
Ci-C 9 -alkyl, C r C 9 -alkoxy-Ci-C 9 -alkyl, C 3 -C 6 -cycloalkyl, C 3 -C 6 -cycloalkyl-Ci-C 6 -alkyl, 
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phenyl, Ci-C 6 -alkylphenyl, Ci-C 6 -alkoxyphenyl, phenyl-Ci-C 6 -alkyl, 
heterocyclyl-C r C 6 -alkyl, CrC 6 -alkylheterocyclyl 9 or Q-Ce-alkoxyheterocyclyL Each 
such substituent (if substitutable) is, in turn, optionally substituted with one or more 
substituents independently selected from the group consisting of halogen and cyano. Any 
5 heterocyclyl of E 3 has 5 to 10 ring members, and, if divalently substitutable, is optionally 
substituted with up to 2 oxo. 

[1391 In some preferred embodiments, E 3 is hydrogen, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
10 heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 

optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, amino, alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl As to such 
optional substituents: 

15 the alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl optionally 

are substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, aminocaibonyl, and amino; and 

the amino nitrogen is substituted with up to 2 substituents independently 
20 selected from the group consisting of alkyl and carbocyclylalkyl. 

[140] In some preferred embodiments, E 3 is hydrogen, Ci-Csralkyl, 
CrC^alkoxy-Ci-Co-alkyl, C 3 -C 6 -cycloalkyl, C 3 -C 6 -cycloalkyl-CrC6-alkyl, phenyl, 
C r C 6 -alkylphenyl, C r C 6 -alkoxyphenyl, phenyl-Ci-C 6 -alkyl, heterocyclyl-C r C 6 -alkyl, 
Ci-C 6 -alkylheterocyclyl, and Ci<Valkoxyheterocyclyl. Each such substituent (if 
25 substitutable) is, in turn, optionally substituted with one or more substituents 

independently selected from the group consisting of halogen and cyano. And any 
heterocyclyl of E 3 has 5 to 10 ring members, and, if divalently substitutable, is optionally 
substituted with up to 2 oxo. 

[141] In some preferred embodiments, E 3 is halogen, cyano, alkenyl, alkynyl, 
30 alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 

alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 
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optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, amino, alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. As to such 
optional substituents: 

5 the alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl optionally 

are substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, aminocarbonyl, and amino; and 

the amino is substituted with up to 2 substituents independently selected 
10 from the group consisting of alkyl and carbocyclylalkyl. 

[142] In some preferred embodiments, E 3 is hydrogen, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) optionally is 
15 substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino 
(optionally substituted with up to 2 substituents independently selected from the group 
consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
carbocyclylalkyl Such optional substituents, in turn, optionally are substituted with one 
20 or more substituents independently selected from the group consisting of halogen, 

hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 
and amino. 

[143] In some preferred embodiments, E 3 comprises greater than 3 carbon atoms. 
In addition, E 3 is alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, 

25 alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, 

carbocyclyl, carbocyclylalkyl, heterocyclyl, or heterocyclylalkyl. Each such substituent (if 
substitutable) is, in turn, optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally substituted with up to 2 

30 substituents independently selected from the group consisting of alkyl and 

carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. Such 
optional substituents, in turn, optionally are substituted with one or more substituents 
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independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, and amino. 

[144] In some preferred embodiments, E 3 comprises at least 2 carbon atoms. In 
addition, E 3 is alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, 
5 alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, 

carbocyclyl, carbocyclylalkyl, heterocyclyl, or heterocyclylalkyl. Each such substituent (if 
substitutable) is, in turn, optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally substituted with up to 2 
1 0 substituents independently selected from the group consisting of alkyl and 

carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. Such 
optional substituents, in turn, optionally are substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, and amino. 
1 5 [1451 In some preferred embodiments, E 3 is alkyl or alkoxyalkyl. 

[146] In some preferred embodiments, E 3 is alkoxyalkyl. 
[147] In some preferred embodiments, E 3 is haloalkyl. 
[148] In some preferred embodiments, E 3 is alkyl partially substituted with 
halogen. 

20 [149] In some preferred embodiments, E 3 is alkyl comprising a carbon atom 

bonded to at least one hydrogen atom and at least one halogen atom. 
[150] In some preferred embodiments, E 3 is alkyl. 
[151] In some preferred embodiments, E 3 is C6-Ci2-alkyl. 
[152] hi some preferred embodiments, E 3 is alkyl, alkenyl, alkynyl, alkoxyalkyl, 
25 alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, or 
heterocyclylalkyl. Any substitutable member of such group optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
30 substituted with up to 2 substituents independently selected from the group consisting of 
alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. 
Such optional substituents, in turn, optionally are substituted with one or more substituents 
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independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, and amino. 

[153] In some preferred embodiments, E 3 is phenylalkyl optionally substituted 
with one or more substituents independently selected from the group consisting of 
5 halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino, 
alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. The optional alkyl, alkoxy, 
alkylthio, carbocyclyl, and carbocyclylalkyl substituents are, in turn, optionally substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
10 aminocarbonyl, and amino. 

[154] In some preferred embodiments, E 3 is alkenyl or alkynyl. The alkenyl and 
alkynyl optionally are substituted with one or more substituents independently selected 
from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, amino (optionally substituted with up to 2 substituents independently 
15 selected from the group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, 
carbocyclyl, and carbocyclylalkyl. Such optional substituents, in turn, optionally are 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
aminocarbonyl, and amino. 
20 [155] In some preferred embodiments, E 3 is alkenyl. 

[156] In some preferred embodiments, E 3 comprises at least 5 carbon atoms and 
is alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, 
alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, or aminoalkyl. Any 
member of such group optionally is substituted with one or more substituents 
25 independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally substituted with up to 2 
substituents independently selected from the group consisting of alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. Such 
optional substituents, in turn, optionally are substituted with one or more substituents 
30 independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, and amino. 

39 



BNSDOCID: <WO 03091247A2_I_> 



WO 03/091247 



PCT/US03/13123 



11571 In some preferred embodiments, -E 2 -E 3 comprises at least 2 carbon atoms. 
In addition, -E 2 -E 3 is alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, 
alkylthioalkyl, alkylthioalkylthioalkyl, alkyltbioalkoxyalkyl, alkoxyalkylthioalkyl, 
aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, or heterocyclylalkyl. Each such 
5 substituent (if substitutable) is, in turn, optionally substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, cyano, 
carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally substituted with 
up to 2 substituents independently selected from the group consisting of alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylmio, carbocyclyl, and carbocyclylalkyl. Such 
10 optional substituents, in turn, optionally are substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, and amino. 

[158] In some preferred embodiments, -E 2 -E 3 is n-pentyl or n-butoxy. Here, the 
n-pentyl or n-butoxy, in turn, is optionally substituted with one or more independently 
15 selected halogen (preferably bromo, chloro, or fluoro; more preferably chloro or fluoro; 
and even more preferably fluoro). 

[1591 In some preferred embodiments, -E 2 -E 3 is butyl, pentyl, ethoxy, propoxy, 
methoxyethoxy, cyclobutyloxy, butoxy, trifluoromethylpropoxy, cyclopropylmethoxy, or 
phenyl. 

20 1160] In some preferred embodiments, -E 2 -E 3 is alkoxyalkyl. 

[1611 In some preferred embodiments, -E 2 -E 3 is alkoxy. 
(162] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 

following formula: 

CH 3 




l 3. 

25 [1631 In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 

following formula: 

CH 3 
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[164] In some preferred embodiments, -E 2 -E 3 is alkyl. 
[165] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 
following formula: i 



3 

2 -3 



5 [166] In some preferred embodiments, -E -E corresponds in structure to the 

following formula: 

[167] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 
following formula: 




10 JH 3. 

[168] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 
following formula: 

.CH 3 




[169] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 1 
1 5 following formula: 

CH 3 




:h 3 

[170] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 
following formula: 




:h 3 

20 [171] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 

following formula: 
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10 



CH 3 

1172] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 
following formula: 

[173] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 
following formula: 

CH 3 

^ H 3 

[174] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 
following formula: 

CH 3 

1175] In some preferred embodiments, -E 2 -E 3 corresponds in structure to the 
following formula: 

XH 3 






[176] In some preferred embodiments, -E 2 -E 3 is cyanoalkyl. 

15 , 1771 ft some preferred embodiments, -E 2 -E 3 is cyanoaryl. 

11781 In some preferred embodiments, -E 2 -E 3 is cyano. 

[179] In some preferred embodiments, -E 2 -E 3 is halogen. 

[1801 hi some preferred embodiments, -E 2 -E 3 is hydrogen. 

[181] In some preferred embodiments, the -E 2 -E 3 substituent is such that the 
20 compound corresponds in structure to a formula shown in Table Table IB: 
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Examples of Compounds Having Various -E 2 -E 3 Substituents 
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General Description of Preferred B? and R° Substituents 
[182] In general, each R* is independently selected from the group consisting of 
halogen, cyano, hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, 
alkoxyalkoxy, Ra-oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, 
Ra R a-amino, RaRa-aminoalkyl, RaRa-aminoalkoxy, RaRa.aminoalkyl(R a )amino, 
RaRa-aminosulfonyl, carbocyclyl, carbocyclylalkyl, carbocyclyloxy, 
carbocyclyloxyalkoxy, carbocyclylthio, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, heterocyclyloxy, heterocyclyloxyalkoxy, heterocyclylthio, and 
heterocyclylsulfonyl. Each such substituent (if substitutable) is, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy are optionally substituted 
with one or more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino is optionally substituted with up to 2 independently selected 

alkyl; and 

the imino is optionally substituted with hydroxy. 
,1831 In some preferred embodiments, any heterocyclyl of R x is selected from the 
group consisting of pyrazinyl, pyrimidinyl pyridazinyl, furanyl, tetrahydropyranyl, 
dihydromranyl, tetrahydrofuranyl, thienyl, dihydrothienyl, tetrahydrothienyl, pyrrolyl, 
isopyrrolyl, pyrrolinyl, pyrrolidinyl, imidazolyl, isoimidazolyl, imidazolinyl, 
imidazolidinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl, triazolyl, tetrazolyl, dithiolyl, 
oxathiolyl, oxazolyl, isoxazolyl, oxazolidinyl, isoxazolidinyl, thiazolyl, isothiazolyL 
thiazolinyl, isothiazolinyl, thiazolidinyl, isothiazolidinyl, thiodiazolyl, oxathiazolyl, 
oxadiazolyl, oxatriazolyl, dioxazolyl, oxathiolyl, oxathiolanyl, pyranyl, dihydropyranyl, 
pyridinyl, piperidinyl, diazinyl piperazinyl, triazinyl, oxazinyl, isoxazinyl, oxathiazinyi, 
oxadiazinyl, morpholinyl, azepinyl, oxepinyl, tbiepinyl, diazepinyl, indolizinyl, 
) pyrindinyl, pyranopyrrolyl, 4H-quinolizinyl, purinyl, naphthyridinyl, pyridopyridinyl, 
pteridinyl, indolyl, isoindolyl, indoleninyl, isoindazolyl, benzazinyl, phthalazinyl, 
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quinoxalinyl, quinazolinyl, benzodiazinyl, benzopyranyl, benzothiopyranyl, benzoxazolyl, 
indoxazinyl, anthranilyl, benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzofuranyl, 
isobenzofuranyl, benzothienyl, isobenzothienyl, benzothiazolyl, benzothiadiazolyl, 
benzimidazolyl, benzotriazolyl, benzoxazinyl, benzisoxazinyl, tetrahydroisoquinolinyl , 
5 carbazolyl, xanthenyl, and acridinyl. 

[184] In some preferred embodiments, any heterocyclyl of R x is selected from the 
group consisting of pyrazinyl, pyrimidinyl pyridazinyl, furanyl, tetrahydropyranyl, 
dihydrofuranyl, tetrahydrofuranyl, thienyl, dihydrothienyl, tetrahydrothienyl, pyrrolyl, 
pyrrolinyl, pyrrolidinyl, imidazolyl, imidazolinyl, imidazolidinyl, pyrazolyl, pyrazolinyl, 
10 pyrazolidinyl, triazolyl, tetrazolyl, oxazolyl, isoxazolyl, oxazolidinyl, isoxazolidinyl, 
thiazolyl, isothiazolyl, thiazolinyl, isothiazolinyl, thiazolidinyl, isothiazolidinyl, 
thiodiazolyl, oxathiazolyl, oxadiazolyl, oxatriazolyl, oxathiolyl, oxathiolanyl, pyranyl, 
dihydropyranyl, pyridinyl, piperidinyl, piperazinyl, triazinyl, oxazinyl, morpholinyl, 
azepinyl, diazepinyl, indolizinyl, pyrindinyl, pyranopyrrolyl, 4H-quinolizinyl, purinyl, 
1 5 naphthyridinyl, pyridopyridinyl, pteridinyl, indolyl, isoindolyl, indoleninyl, isoindazolyl, 
benzazinyl, phthalazinyl, quinoxalinyl, quinazolinyl, benzodiazinyl, benzopyranyl, 
benzothiopyranyl, benzoxazolyl, indoxazinyl, anthranilyl, benzodioxolyl, benzodioxanyl, 
benzoxadiazolyl, benzofuranyl, isobenzofuranyl, benzothienyl, isobenzothienyl, 
benzothiazolyl, benzothiadiazolyl, benzimidazolyl, benzotriazolyl, benzoxazinyl, 
20 benzisoxazinyl, tetrahydroisoquinolinyl , carbazolyl, xanthenyl, and acridinyl. 

[185] In some preferred embodiments where A 1 and/or A 2 have one or more R x 
substituents, each such R x is independently selected from the group consisting of halogen, 
hydroxy, alkyl, alkoxy, alkoxyalkyl, cyno, acyl, carboxy, alkylsulfone, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminosulfonyl, carbocyclyl, carbocyclylalkyl, carbocyclyloxy, 
25 heterocyclyl, heterocyclylalkyl, heterocyclyloxy, and heterocyclylsulfonyl. Any 

substitutable member of such group optionally is substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, alkylamino, 
alkyl, alkoxy, and alkoxyalkyl. And any such optional substituent is, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
30 of halogen, alkyl and hydroxy 
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,186] In some preferred embodiments where A is -N(R>, R x is alkyl, alkenyl, 
alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, RaRa-aminoalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent is, in turn, optionally substituted with one or 
5 more substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, alkoxy, 
alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy are optionally substituted 
with one or more substituents independently selected from the group consisting of 
10 halogen and hydroxy, and 

the amino is optionally substituted with up to 2 independently selected 

alkyl. 

[1871 In some preferred embodiments where A is -N(R X >, R x is RC-oxyalkyl, 
RCRC-aminoalkyl, carbocyclyl, carbocyclylalkyl, or carbocyclylsulfonyl. The carbocyclyl 
15 and the carbocyclyl of the carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, 
carbocyclylthio, and carbocyclylsulfonyl are substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, amino, 
carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and 
alkoxyalkoxy. As to such substituents: 
20 the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 

with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino is optionally substituted with up to 2 independently selected 

alkyl. 

25 Here, each R c is independently selected from the group consisting of carbocyclyl, 

carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, and 
carbocyclylsulfonylalkyl. The carbocyclyl and the carbocyclyl of the carbocyclylalkyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 

30 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, and 
carbocyclylsulfonylalkyl are, in turn, substituted with one or more substituents 
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independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

[188] In some preferred embodiments where A is -N(R X )-, R x is R c -oxyalkyl, 
R c R c -aminoalkyl, phenyl, phenylalkyl, or phenylsulfonyl. The phenyl and the phenyl of 
5 the phenylalkyl, phenyloxy, phenyloxyalkoxy, phenylthio, and phenylsulfonyl are, in turn, 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkoxyalkoxy. As to such substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
10 with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino optionally is substituted with up to 2 independently selected 

alkyl. 

Here, each R° is independently selected from the group consisting of phenyl, phenylalkyl, 

1 5 phenyloxyalkyl, phenylalkoxyalkyl, phenylthioalkyl, phenylthioalkenyl, 

phenylsulfoxidoalkyl, phenylsulfonyl, and phenylsulfonylalkyl. The phenyl and the 
phenyl of the phenylalkyl, phenyloxyalkyl, phenylalkoxyalkyl, phenylthioalkyl, 
phenylthioalkenyl, phenylsulfoxidoalkyl, phenylsulfonyl, and phenylsulfonylalkyl are, in 
turn, substituted with one or more substituents independently selected from the group 

20 consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, and nitroso. 

[189] In some preferred embodiments where A is -N(R X )-, R x is phenyl 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, Ci-C6-alkyl (more preferably 
Ci-C 2 -alkyl), Ci-C 6 -alkoxy (more preferably Ci-C 2 -alkoxy), Ci-C 6 -alkoxy-Ci-C 6 -alkyl 

25 (more preferably Ci-C 2 -alkoxy-Ci-C 2 -alkyl), and Ci-C 6 -alkoxy-Ci-C 6 -alkoxy (more 
preferably C r C 2 -alkoxy-Ci-C 2 -alkoxy). The alkyl, alkoxy, alkoxyalkyl, and 
alkoxyalkoxy optionally are substituted with one or more substituents independently 
selected from the group consisting of halogen and hydroxy. The amino, on the other hand* 
is optionally substituted with up to 2 independently selected Ci-C 6 -alkyl (more preferably 

30 C r C 2 -alkyl). 
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H901 In some preferred embodiments where A is -N(R>, R x is aldehyde, 
d-Q-alkyl, C 3 -C 6 -alkynyl, C r C 6 -alkylcarbonyl, C r C 6 -alkoxycarbonyl, 
C 3 -C 6 -alkenyloxycarbonyl, C 3 -C 6 -a]kynyloxycarbonyl, amino, amino-CrQ-alkyl, 
anunoearbonyl, amino-CrCe-alkylearbonyl, anuno(tmocarbonyl), aminosulfonyl, 
5 CrCe-alkylaminocarbonyl, C 3 -cycl6alkyl, C^ycloalkyl-d-Ce-alkyl, 

Q-eyeloalkylearbonyl, phenyl, phenyl-Q-CValkyl, phenylcarbonyl, phenylsulfonyl, 
C.-Ce-alkoxyphenyl, heteroeyelyl, heteroeyclyl-C^-alkyl, heteroeyelylearbonyl, ^ 
heteroeyelylsnlfonyUorQ-Q-alkoxyheterocyclyl. Eaehsu C hsubstit«ent(if substitutable) 
is intum optionallysnbstitutedwimoneormoresnbstimentsindependendyselected 
10 from the group consisting of halogen, eyano, hydroxy, d-Ce-alkyl, and Ct-C 6 -alkoxy. 
The optional alkyl and alkoxy substituents are, in turn, optionally substituted with one or 
m0 re independently seleeted halogen. Any amino of R* optionally is substituted with up 
to 2 independently selected C r C 6 -alkyl. And any heteroeyelyl of R* has 5 to 10 ring 
members, and, if divalently subsdtutable, optionally is substituted with up to 2 oxo. 
15 U91] In some preferred embodiments where A is -N(R>,R X is butyl, 

methoxyethyl, cyelopropyl, methylphenyl, phenylmethyl, pyridinyl, pyrimidinyl, or 
pyridinylmethyl. 

ll921 In some preferred embodiments where A is -N(R>, R* is R'-oxyalkyl, 
RCRCaminoalkyl, RCRC-amkosulfonyl, heteroeyelyl, heterocyclylalkyl, or 
20 heterocyclylsulfonyl. Each such substituent (if substitutable) is, in turn, optionally 
substitutedwithoneo^ 

of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, nmno, 
alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to these optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
25 with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino optionally is substituted with up to two independently selected 

alkyl substituents. 

Here each R c is independently selected from the group consisting of heteroeyelyl, 

30 heteroeyelyl^ 

heterocyclylsulfoxidoalkyl, heterocyclylsulfonyl, and heterocyclylsulfonylalkyl. Each 
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such substituent (if substitutable) is, in turn, optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, cyano, 
carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

[1 93| In some preferred embodiments where A is -N(R>, R x is heterocyclyl, 

5 heterocyclyl-Ci -C 6 -alkyl, heterocyclylcarbonyl, heterocyclylsulfonyl, or 

Ci-C 6 -alkoxyheterocyclyL Each such substituent (if substitutable) optionally is substituted 
with one or more substituents independently selected from the group consisting of 
halogen, cyano, hydroxy, oxo, Ci-C 6 -alkyl, and C r C 6 -alkoxy. Each optional alkyl or 
alkoxy is, in turn, optionally substituted with one or more independently selected halogen. 

10 In addition, any heterocyclyl of R x has 5 to 10 ring members, and, if divalently 
substitutable, optionally is substituted with up to 2 oxo. 

[194] In some preferred embodiments where A is -N(R X )-, R x is heteroaryl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, Ci-C 6 -alkyl, and C r C 6 -alkoxy. Each optional 

15 alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
halogen. 

J195] In some preferred embodiments where A is -N(R X )-, R x is 5-member 
heteroaryl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, cyano, hydroxy, Ci-C 6 -alkyl, and Ci-C 6 -alkoxy. 
20 Each optional alkyl or alkoxy is, in turn, optionally substituted with one or more 
independently selected halogen. 

[196] In some preferred embodiments where A is -N(R X )-, R x is 6-member 
heteroaryl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, cyano, hydroxy, Ci-C 6 -alkyl, and Ci-C 6 -alkoxy. 
25 Each optional alkyl or alkoxy is, in turn, optionally substituted with one or more 
independently selected halogen. 

[197] In some preferred embodiments where A is -N(R X )-, R x is 6-member 
heteroaryl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, cyano, hydroxy, CpCe-alkyl, and Ci-C 6 -alkoxy. 
30 Each optional alkyl or alkoxy is, in turn, optionally substituted with one or more 

independently selected halogen. In addition, the heteroaryl of R x has 1 or 2 nitrogen ring 
members, with the remaining ring members being carbon. 
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im J* some preferred embodiments where A is -N(R X )-, R x is 9- or 10-member 

heteroaryl optionally substituted with one or more substituents independently selected 

from the group consisting of halogen, cyano, hydroxy, CVC 6 -alkyl, and C,-C 6 -alkoxy. 

Each optional alkyl or alkoxy is, in turn, optionally substituted with one or more 

5 independently selected halogen. 

1199] M some preferred embodiments where A is -N(R X )-,R X is 

heterocycloalkylalkyloptionaUysubstitutedwitho 

selected from the group consisting of halogen, cyano, hydroxy, oxo, C,-C 6 -alkyl, and 
Cr C 6 -alkoxy. Each optional alkyl or alkoxy is, m turn, optionally substituted vnth one or 
10 more independently selected halogen. 

1200] In some preferred embodiments where A is -N(R>,R X is 
heterocycloalkylalkyl optionally substituted with one or more substituents independentiy 
selected from the group consisting of halogen, cyano, hydroxy, oxo, C-Q-alkyl, and 
Cl -C 6 -alkoxy. Each optional alkyl or alkoxy is, in turn, optionally substituted with one or 
15 more independently selected halogen. In addition, the heterocycloalkyl of the 
heterocycloalkylalkyl has 5 ring members. 

poll In some preferred embodiments where A is -N(R X )-, R x is 
heterocycloalkylalkyl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, cyano, hydroxy, oxo, C,-C 6 -alkyl, and 
20 C,-C 6 -alkoxy. Each optional alkyl or alkoxy is, in turn, optionally substituted wuhoneor 
more independently selected halogen. In addition, the heterocycloalkyl of the 
heterocycloalkylalkyl has 6 ring members. 

[202, In some preferred embodiments where A is -N(R>, R x is heteroarylalkyl 
optionally substituted with one or more substituents independently selected from the group 
25 cxmsistmgofhdogen^^ Eachophonal 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
halogen. 

[203] In some preferred embodiments where A is -N(R X )-, R x is heteroarylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, C,-C 6 -alkyl, and Q-Ce-alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 



30 

halogen. 
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[204] In some preferred embodiments where A is -N(R X )-, R x is heteroarylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, Ci-C 6 -alkyl, and Ci-C 6 -alkoxy. Each optional 
alkyl or alkoxy is; in turn, optionally substituted with one or more independently selected 
5 halogen. In addition, the heteroaryl of the heteroarylalkyl has 6 ring members. 

[2051 In some preferred embodiments where A is -N(R X )-, R x is heteroarylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, CrC 6 -alkyl, and Ci-C 6 -alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
10 halogen. In addition, the heteroaryl of the heteroarylalkyl has 9 to 10 ring members. 

[206] In some preferred embodiments where A is -N(R X )-, R x is alkyl, alkenyl, 
alkynyl, R c -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, cycloalkylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or heterocyclylsulfonyl. Each such 
substituent (if substitutable) is, in turn, optionally substituted with one or more 
15 substituents independently selected from the group consisting of halogen, hydroxy, cyano, 
amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, 
and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
20 halogen and hydroxy; and 

the amino nitrogen is substituted by up to 2 independently selected alkyl. 
Here, R c is hydrogen, alkenyl, alkynyl, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonylalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
25 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonylalkyl, heterocyclyl, 
heterocyclylalkyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylthioalkyl, 
heterocyclylsulfoxidoalkyl, heterocyclylsulfonylalkyl, aminoalkyl, or 
alkoxyalkylaminoalkyl. Each such substituent (if substitutable) is, in turn, optionally 
substituted: 
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on any substitutable carbon with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, 
sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

on any substitutable nitrogen with up to 2 substituents independently 
5 selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl 

[207, msomepreferredembodimentswhereAis-N(R>,RMsalkyl,alkynyl, 
aminoalkyl, cycloalkyl, aryl, or cycloalkylalkyl. Each such substituent optionally is 
substituted with one or more independently selected halogen. In addition, the mtrogen of 
10 the aminoalkyl optionally is substituted by up to 2 independently selected alkyl. 

[208] In some preferred embodiments where A is -N(R>, R x is aryl. 
l2 091 hi some preferred embodiments where A is -N(R>, R x is haloalkyl, 
alkynyl, aminoalkyl, cycloalkyl, or cycloalkylalkyl. The nitrogen of the aminoalkyl 
optionally is substituted by 2 independently selected alkyl. 
15 pioi MsomepreferredembotontswhereAis-N(R>,R x isalkyl,alkenyU 

alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, R a R a-aniinoalkyl, carbocyclyl, 
cycloalkylalkyl, carbocyclylsulfonyL heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) is, in turn, optionally 
substituted with one or more substituents independently selected from the group consuming 
20 of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 
25 the amino optionally is substitutedby up to 2 independently selected alkyl. 

pill In some preferred embodiments where A is -N(R X )-, R x is -R^R* 2 . 
[2121 R^is-CCOH-CCSK-CCNRV.or-SCOV. 
[2131 In some preferred embodiments, R xl is -S(0)r, i.e., the compound 
corresponds in structure to the following formula: 
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HO 





(IF-1). 

[214] In some preferred embodiments, R xl is -C(S)-, i.e., the compound 
corresponds in structure to the following formula: 

5 S*^R* 2 

(IF-2). 

f2i5| In some preferred embodiments, R xl is -C(NR b )-> »•«•» me compound 
corresponds in structure to the following formula: 

10 (IF-3). 
In such embodiments, R b is hydrogen or hydroxy. 

[216] In some preferred embodiments, R xl is -C(0)-, i.e., the compound 
corresponds in structure to the following formula: 
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I V 

(IF-4). 

[217] R* 2 »s hydrogen, hydroxy, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, 
alkoxyalkoxy, Ra-oxyalkyl, alkenyloxy, alkynyloxy, RaRa-amino, RaRa-aminoalkyl, 
5 RaRa-aminoalkoxy, RaRa-anunoalkyl(R a )amino, carbocyclyl, carbocyclylalkyl, 

carbocyclyloxy, carbocyclyloxyalkoxy, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
or heterocyclyloxyalkoxy. Each such substituent (if substitutable) is, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, irnino, 
10 alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to these optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted with up to two independently selected 

15 alkyl substituents. 

[218] In some preferred embodiments, R* 2 is hydrogen, amino, alkyl, alkoxy, 
alkoxyalkyl, alkoxyalkoxy, alkenyloxy, alkynyloxy, aminoalkyl, cycloalkyl, aryl, 
heterocycloalkyl, or heteroaryl. Here, the alkyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkenyloxy, alkynyloxy, arninoalkyl, cycloalkyl, aryl, heterocycloalkyl, and heteroaryl (if 

20 substitutable) optionally are substituted with one or more substituents independently 

selected from the group consisting of halogen, oxo, hydroxy, and alkyl. The arnino, on the 
other hand, is optionally substituted with up to two substituents independently selected 
from the group consisting of alkyl and alkoxyalkyl. 

[2191 In some preferred embodiments, R* 2 is heterocycloalkyl or heteroaryl. The 

25 heterocycloalkyl and heteroaryl (if substitutable) optionally are substituted with one or 
more substituents independently selected from the group consisting of halogen, oxo, 
hydroxy, and alkyl. 
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[220] In some preferred embodiments, R* 2 is more preferably optionally- 
substituted heterocycloalkyl. 

[221] In some preferred embodiments, R* 2 is more preferably optionally- 
substituted heteroaryl. 

5 [2221 In some preferred embodiments, R* 2 is cycloalkyl or aryl. The cycloalkyl 

and aryl optionally are substituted with one or more substituents independently selected 
from the group consisting of halogen, oxo, hydroxy, and alkyl. In some such 
embodiments, R* 2 is more preferably optionally-substituted cycloalkyl. In other such 
embodiments, R* 2 is more preferably optionally-substituted aryl (preferably phenyl). 

1 o [223] In some preferred embodiments where an R x substituent is a substituent of 

the piperazine or piperidine that is nitrogen linked to the sulfonyl, such R x is 
independently selected from the group consisting of hydrogen, alkyl, alkoxy, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxy, heterocyclyl, and heterocyclylalkyl. 

[224] In some preferred embodiments where the carbon of Y has an R x 

15 substituent, such R x is independently selected from the group consisting of fluorine, 
hydroxy, alkyl, and alkoxy. 

[225] In general, each R a is independently selected from the group consisting of 
hydrogen, hydroxy, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, 
20 alkylthioalkyl, alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, 
carbocyclylthioalkyl, carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, 
carbocyclylsulfonyl, carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylthioalkyl, 
25 heterocyclylsulfoxidoalkyl, heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, 
aminosulfonyl, aminoalkylsulfonyl, and alkoxyalkylaminoalkyl. Such substituents are 
optionally substituted: 

on any substitutable carbon with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, 
30 sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
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on any substitutable nitrogen with up to 2 substituents independently 
selected from the group consisting of alkyl, aDcylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 

122 6] hi some preferred embodiments, each R a is independently selected from 
the group consisting of hydrogen, alkyl, alkenyl, alkynyl alkoxyalkyl, bisalkoxyalkyl, 
alkylthioalkyl, alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, 
carbocyclyl, carbocyclylalkyl, caibocyclyloxyalkyl, carbocyclylalkoxyalkyl, 
carbocyclyltbioalkyl, carbocyclyltbioalkenyl, carbocyclylsulfoxidoalkyl, 
carbocyclylsulfonyl, carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylthioalkyl, 
heterocyclylsulfoxidoalkyl, heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl. Each such substituent optionaUy is 
substituted: 

on any substitutable carbon with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, 
sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

on any substitutable amino nitrogen with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 

[227] In some preferred embodiments, each R a is independently selected from the 
group consisting of hydrogen, alkyl, alkoxyalkyl, bisalkoxyalkyl, alkylsulfonyl, 
alkylsulfonylalkyl, carbocyclyl, carbocyclylalkyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylsulfonyl, carbocyclylsulfonylalkyl, heterocyclyl, 
heterocyclylalkyl, heterocyclylalkoxyalkyl, heterocyclylsulfonyl, 
heterocyclylsulfonylalkyl. Each such substituent optionally is substituted on any 
substitutable carbon with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, alkyl or alkoxy. 

12281 In some preferred embodiments, any heterocyclyl of any R a substituent is 
independently selected from the group consisting of pyrazinyl, pyrinndinyl pyridazinyl, 
furanyl, tetrahydropyranyl, dihydrofuranyl, tetrahydrofuranyl, thienyl, dihydrothienyl, 
tetrahydrothienyl, pyrrolyl, isopyrrolyl, pyrrolinyl, pyrroUdinyl, imidazolyl, isoimidazolyl, 
imidazoline, imidazolidinyl, pyrazolyl, pyrazolinyl, pyrazohdinyl, triazolyl, tetrazolyl, 
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dithiolyl, oxathiolyl, oxazolyl, isoxazolyl, oxazolidinyl, isoxazolidinyl, thiazolyl, 
isothiazolyl, thiazolinyl, isothiazolinyl, thiazolidinyl, isothiazolidinyl, thiodiazolyl, 
oxathiazolyl, oxadiazolyl, oxatriazolyl, dioxazolyl, oxathiolyl, oxathiolanyl, pyranyl, 
dihydropyranyl, pyridinyl, piperidinyl, diazinyl, piperazinyl, triazinyl, oxazinyl, 
5 isoxazinyl, oxathiazinyl, oxadiazinyl, morpholinyl, azepinyl, oxepinyl, thiepinyl, 
diazepinyl, indolizinyl, pyrindinyl, pyranopyrrolyl, 4H-quinolizinyl, purinyl, 
naphthyridinyl, pyridopyridinyl, pteridinyl, indolyl, isoindolyl, indoleninyl, isoindazolyl, 
benzazinyl, phthalazinyl, quinoxalinyl, quinazolinyl, benzodiazinyl, benzopyranyl, 
benzothiopyranyl, benzoxazolyl, indoxazinyl, anthranilyl, benzodioxolyl, benzodioxanyl, 
1 0 benzoxadiazolyl, benzofaranyl, isobenzofuranyl, benzothienyl, isobenzothienyl, 
benzothiazolyl, benzothiadiazolyl, benzimidazolyl, benzotriazolyl, benzoxazinyl, 
benzisoxazinyl, tetrahydroisoquinolinyl , carbazolyl, xanthenyl, and acridinyl. 

[229] In some preferred embodiments, any heterocyclyl of any R a substituent is 
independently selected from the group consisting of pyrazinyl, pyrimidinyl pyridazinyl, 
15 furanyl, tetrahydropyranyl, dihydrofiiranyl, tetrahydrofuranyl, thienyl, dihydrothienyl, 
tetrahydrothienyl, pyrrolyl, pyrrolinyl, pyrrolidinyl, imidazolyl, imidazolinyl, 
imidazolidinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl, triazolyl, tetrazolyl, oxazolyl, 
isoxazolyl, oxazolidinyl, isoxazolidinyl, thiazolyl, isothiazolyl, thiazolinyl, isothiazolinyl, 
thiazolidinyl, isothiazolidinyl, thiodiazolyl, oxathiazolyl, oxadiazolyl, oxatriazolyl, 
20 oxathiolyl, oxathiolanyl, pyranyl, dihydropyranyl, pyridinyl, piperidinyl, piperazinyl, 
triazinyl, oxazinyl, morpholinyl, azepinyl, diazepinyl, indolizinyl, pyrindinyl, 
pyranopyrrolyl, 4H-quinolizinyl, purinyl, naphthyridinyl, pyridopyridinyl, pteridinyl, 
indolyl, isoindolyl, indoleninyl, isoindazolyl, benzazinyl, phthalazinyl, quinoxalinyl, 
quinazolinyl, benzodiazinyl, benzopyranyl, benzothiopyranyl, benzoxazolyl,* indoxazinyl, 
25 anthranilyl, benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzofuranyl, 

isobenzofuranyl, benzothienyl, isobenzothienyl, benzothiazolyl, benzothiadiazolyl, 
benzimidazolyl, benzotriazolyl, benzoxazinyl, benzisoxazinyl, tetrahydroisoquinolinyl , 
caibazolyl, xanthenyl, and acridinyl. 

[230] In some preferred embodiments, any heterocyclyl of R a and R x is 
30 independently selected from the group consisting of pyrazinyl, pyrimidinyl pyridazinyl, 
furanyl, tetrahydropyranyl, dihydrofiiranyl, tetrahydrofuranyl, thienyl, dihydrothienyl, 
tetrahydrothienyl, pyrrolyl, isopyrrolyl, pyrrolinyl, pyrrolidinyl, imidazolyl, isoimidazolyl, 
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inudazolinyl, inridazoUdinyl pyrazolyl, pyrazolinyl, pyrazoUdinyl, triazolyl, tetrazolyl, 
dithiolyl, oxathiolyl, oxazolyl, isoxazolyl, oxazohdinyl, isoxazohdinyl, tbiazolyl, 
isothiazolyl, thiazolinyi, isothiazolinyl, thiazolidiByl, isothiazoUdinyl, thiodiazolyl, 
oxathiazolyl, oxadiazolyl, oxatriazolyl, dioxazolyl, oxathiolyl, oxathiolanyl, pyranyl, 
dihydropyranyl, pyridinyl, piperidinyl, diazinyl, piperazinyl, triazinyl oxazmyl, 
isoxazinyl, oxathiazinyl, oxadiazinyl, morpholinyl, azepinyl, oxepinyl, thiepmyl, 
diazepinyl, indolizinyl, pyrindinyl, pyranopyrrolyl, 4H-quinolizmyl, purinyl, 
naphthyridinyl, pyridopyridinyl, pteridinyl, indolyl, isoindolyl, mdoleninyl, isoindazolyl, 
benzazinyi, phthalazinyl, qumoxalinyl, quinazolinyl, benzodiazinyl, benzopyranyl, 
benzothiopyranylbenzoxazolyl, indoxazinyl, antbxanilyl, benzodioxolyl, benzodxoxanyl, 
benzoxadiazolyl, benzofuranyl, isobenzofaranyl, benzothienyl, isobenzothienyl, 
benzothiazolyl, benzotbiadiazolyl, benzimidazolyl, benzotriazolyl, benzoxazinyl, 
benzisoxazinyl, tetrahydroisoquinolinyl , carbazolyl, xanthenyl, and acridinyl. 

12311 In some preferred embodiments, any heterocyclyl of R a and R* is 
independently selected from the group consisting of pyrazinyl, pyrimidinyl pyridazinyl, 
furanyl, tetrahydropyranyl, dihydrofhranyl, tetrahydrofuranyl, thienyl, dihydrothienyl, 
tetrahydrothienyl, pyrrolyl, pyrrolinyl, pyrroUdinyl, imidazolyl, imidazolinyl, 
imidazohdinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl, triazolyl, tetrazolyl, oxazolyl, 
isoxazolyl, oxazoUdmyl, isoxazolidmyl, Mazolyl, isotMazo^ 
thiazoHdinyl, isothiazoUdinyl, thiodiazolyl, oxathiazolyl, oxadiazolyl, oxatnazolyl, 
oxathiolyl, oxathiolanyl, pyranyl, dihydropyranyl, pyridinyl, piperidinyl, piperazmyl, 
triazinyl, oxazinyl, morpholinyl, azepinyl, diazepinyl, indolizinyl, pyrindinyl, 
pyranopyrrolyl, 4H-quinolizinyl, purinyl, naphthyridinyl, pyridopyridinyl, ptendinyl, 
indolyl, isoindolyl, indoleninyl, isoindazolyl, benzazinyi, phthalazinyl, quinoxahnyl, 
; qumazolmylbenzodiazmylbenzopyranylbe^^ 

anthranilyl, benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzofuranyl, 
isobenzofuranyl benzothienyl, isobenzothienyl, benzothiazolyl, benzothiadiazolyl, 
benzimidazolyl, benzotriazolyl, benzoxazinyl, benzisoxazinyl, tetrahydmisoquinolmyl , 
carbazolyl, xanlhenyl, and acridinyl. 
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Detailed Description of Several Preferred Embodiments 
[232] The above discussion describes the compounds and salts of this invention 
in general terms. The following discussion, in turn, describes in detail several preferred 
embodiments. 

Preferred Embodiment No. 1 
[233] In some preferred embodiments, E 1 is heteroaryl. The -E 2 -E 3 substituent is 
bonded to one position on the heteroaryl. The heteroaryl is (if substitutable at one or 
more positions other than the position occupied by -E 2 -E 3 ) optionally substituted with one 
or more substituents independently selected from the group consisting of halogen, 
hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, alkylthio, 
mono-alkylamino, and di-alkylamino substituents are, in turn, optionally substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

Particularly Preferred Embodiments of Embodiment No. 1 
[234] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 



[235] In some particularly preferred embodiments, Y is carbon bonded to an R x 
substituent. In some such embodiments, the compound preferably corresponds in structure 
to the following formula: 




(2-1). 




(3-1). 
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123d] In some particularly preferred embodiments, Y is carbon bonded to 
halogen. 

12371 In some particularly preferred embodiments, Y is carbon bonded to 
hydroxy. In some such embodiments, the compound preferably corresponds in structure 
5 to the following formula: 

(4-1). 

One such compound, for example, corresponds in structure to the Mowing formula: 



ay 



H | ! W OH 

io ^ 

[238] In some particularly preferred embodiments, Y is carbon bonded to 
hydrogen. 

(2391 In some particularly preferred embodiments, Y is nitrogen. 
12401 In some particularly preferred embodiments, the compound corresponds in 
1 5 structure to the following formula: 

o o o 



HO>. 





^E^E 2 -] 



(19-1). 

[2411 In some particularly preferred embodiments, A is -0-. 
[2421 In some particularly preferred embodiments, A is -N(H)-. 
20 P431 m some particularly preferred embodiments, A is -N(R X >. Here, R x is 

alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, Ra R a-aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
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one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
5 with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
[244) In some particularly preferred embodiments, A is -S-, -S(0)-, or -S(0) 2 -. 
[245] In some particularly preferred embodiments, the heteroaryl of E 1 is 
10 pyrazinyl, pyrimidinyl pyridazinyl, furanyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, 
triazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, thiodiazolyl, oxathiazolyl, 
oxadiazolyl, oxathiolyl, pyranyl, pyridinyl, triazinyl, tetrazolyl, oxazinyl, azepinyl, or 
diazepinyl. Each such substituent (if substitutable at one or more positions other than the 
position occupied by -E 2 -E 3 ) is, in turn, optionally substituted with one or more 
15 substituents independently selected from the group consisting of halogen, hydroxy, amino, 
mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. 
The optional alkyl, alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino 
substituents are, in turn, optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
20 thiol, sulfo, nitro, nitroso, thioxo, and imino, 

[246] In some particularly preferred embodiments, the heteroaryl of E 1 is not 
substituted, except to the extent it is substituted by an -E 2 -E 3 substituent. 

[247] In some particularly preferred embodiments, E 1 is pyrazinyl, pyrimidinyl 
pyridazinyl, furanyl, thienyl, pyrrolyl, isopyrrolyl, imidazolyl, isoimidazolyl, pyrazolyl, 
25 triazolyl, dithiolyl, oxathiolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, thiodiazolyl, 
oxathiazolyl, oxadiazolyl, dioxazolyl, oxathiolyl, pyranyl, pyridinyl, diazinyl, triazinyl, 
tetrazolyl, oxazinyl, isoxazinyl, oxathiazinyl, oxadiazinyl, azepinyl, oxepinyl, thiepinyl, or 
diazepinyl. 

[248] In some particularly preferred embodiments, E l is pyrazinyl, pyrimidinyl 
30 pyridazinyl, furanyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, oxazolyl, 

isoxazolyl, thiazolyl, isothiazolyl, thiodiazolyl, oxathiazolyl, oxadiazolyl, oxathiolyl, 
pyranyl, pyridinyl, triazinyl, tetrazolyl, oxazinyl, azepinyl, or diazepinyl. 
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1249] In some particularly preferred embodiments, E 2 is a bond. 
1250] E 3 is halogen, cyano, alkyl, alkenyl, alkynyl, alkoxyalkyl, 
alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, or 
5 heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, optionally substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, irmno, 
hydroxylimino, amino (optionally substituted with up to 2 substituents independently 
selected from the group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthro, 
10 carbocyclyl, and carbocyclylalkyl. Such optional substituents, in turn, optionally are 

substituted with one or more substituents independently selected from the group consistmg 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, irmno, 

aminocarbonyl, and amino. 

,251] In some preferred embodiments, E 3 is halogen, cyano, alkyl, alkenyl, 
15 alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 

alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, or heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, 
optionally substituted with one or more substituents independently selected from the group 
•consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
20 imino, amino (optionally substituted with up to 2 substituents independently selected from 
the group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, 
and carbocyclylalkyl. Such optional substituents, in turn, optionally are substituted wrth 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 
25 and amino. 

1252] msomeparticmarlypreferredembodiments,E4sthienyl. Examplesof 
particularly preferred thienyl compounds include those corresponding in structure to the 
following formulas: 
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(23-3). 

[2531 In some particularly preferred embodiments, E 1 is thiazolyl. Examples of 
particularly preferred thiazolyl compounds include those corresponding in structure to th« 



following formulas: 




[2541 In some particularly preferred embodiments, E 1 is pyridinyl. Examples of 
5 particularly preferred pyridinyl compounds include those corresponding in structure to th< 



following formulas: 




(27-1), (27-2), 
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(27-4), 




CF 3 (27-8), 

(27-7), 




. CH3 (27-12), 

(27-11), 
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(27-13), 



o o v/ o 





o oo 




(27-15), 



CH 3 




CH 3 



(27-16), 




N 

s 




o Oo 





"CH 3 
(27-17), 

° %? 



(27-18), 





o qo 




(27-19), 



(27-20), 



o oo 



o oo 




(27-21), 



(27-22), 
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(27-24), 




(34-1), and 

[255] In some particularly preferred embodiments, E 1 is pyrazinyl. One example 
of a particularly preferred pyrazinyl compound corresponds in structure to the following 
formula: 

o qo 




(37-1). 



Preferred Embodiment No. 2 
12561 In some preferred embodiments, the compound corresponds in structure to 
the following formula: 




10 ^-E 2 -^ 

(43-1). 

Here, E l is heterocyclyl. The heterocyclyl is (if substitutable at one or more positions 
other than the position occupied by -E 2 -E 3 ) optionally substituted with one or more 
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substituents independently selected from the group consisting of halogen, hydroxy, oxo, 
amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and 
alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and 
di-alkylamino substituents are, in turn, optionally substituted with one or more substituents 
5 independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

Particularly Prefeired Embodiments of Embodiment No. 2 
[257] In some particularly preferred embodiments, the compound corresponds in 
1 0 structure to the following formula: 




•e'-e^e 3 



(51-1). 

[258] In some particularly preferred embodiments, A 1 is alkyl. 
[259] In some particularly preferred embodiments, the compound corresponds in 
1 5 structure to the following formula: 




E*-E 2 -E 3 



A 

(61-1). 

[260] In some particularly preferred embodiments, A is -0-. 

[261] In some particularly preferred embodiments, A is -N(H)-. 
20 [262] In some particularly preferred embodiments, A is -N(R X )-. Here, R x is 

alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
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hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, tbioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 

5 halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
|263] In some particularly preferred embodiments, A is -S-, -S(0)-, or -S(0) 2 -. 
[264] In some particularly preferred embodiments, E 2 is a bond. 
(265] In some particularly preferred embodiments, E 2 is -0-. 
10 12661 In some particularly preferred embodiments, E 2 is -N(R a )-. 

[267] In some particularly preferred embodiments, E 2 is -N(H)-. 
[268] In some particularly preferred embodiments, E 3 is hydrogen, halogen, 
cyano, Ci-C 9 -alkyl, d-C^alkoxy-Ci-C^alkyl, C 3 -C 6 -cycloalkyl, 
CrCe-cycloalkyl-Ci-Ce-alkyl, phenyl, Ci-C 6 -alkylphenyl, Ci-C 6 -alkoxyphenyl, 
1 5 phenyl-C,-C 6 -alkyl, heterocyclyl-C,-C 6 -alkyl, Cj-C 6 -alkylheterocyclyl, or 

Ci-Ce-alkoxyheterocyclyl. Each such substituent (if substitutable) optionally is substituted 
with one or more substituents independently selected from the group consisting of halogen 
and cyano. In addition, any heterocyclyl of E 3 has 5 to 10 ring members, and, if divalently 
substitutable, is optionally substituted with up to 2 oxo. 
20 ]269] In some particularly preferred embodiments, -E 2 -E 3 is selected from the 

group consisting of hydrogen, halogen, C,-C 9 -alkyl, Ci-C 4 -alkoxy, methoxymethoxy, 
butoxy, butylamino, phenyl, methylphenyl, methoxyphenyl, phenylmethoxy, and 
phthalimidylbutyl. Each such substituent (if substitutable) optionally is substituted with 
one or more independently selected halogen (preferably bromo, chloro, or fluoro; more 
25 preferably chloro or fluoro; and even more preferably fluoro). 

[2701 hi some particularly preferred embodiments, R x is aldehydo, Ci-C 6 -alkyl, 
C 3 -C6-alkynyl, CrQ-alkylcarbonyl, Ci-Ce-alkoxycarbonyl, C 3 -C 6 -alkenyloxycarbonyl, 
C 3 -C 6 -alkynyloxycarbonyl, amino, amino-Ci-C 6 -alkyL aminocarbonyl, 
amino-Ci-Ce-alkylcarbonyl, amino(thiocarbonyl), aminosulfonyl, 
30 Ci-Ce-allcylannnocarbonyl, C 3 -cycloalkyl, C 3 -cycloalkyl-Ci-C 6 -alkyl, 

C 3 -cycloalkylcarbonyl, phenyl, phenyl-Ci-C 6 -alkyl, phenylcarbonyl, phenylsulfonyl, 
Ci-C 6 -alkoxyphenyl, heterocyclyl, heterocyclyl-Ci-C 6 -alkyl, heterocyclylcarbonyl, 

68 



BNSDOCID: <W O 03091 247A2 I > 



WO 03/091247 



PCT/US03/13123 



heterocyclylsulfonyl, or Ci-C 6 -alkoxyheterocyclyl. Each such substituent (if substitutable) 
optionally is substituted with one or more substituents independently selected from the 
group consisting of halogen, cyano, hydroxy, Ci-C 6 -alkyl, and Ci-C 6 -alkoxy. The 
optional alkyl are alkoxy are, in turn, optionally substituted with one or more 
5 independently selected halogen. Any amino of R x optionally is substituted with up to 2 
independently selected Ci-C 6 -alkyL Any heterocyclyl of R x has 5 to 10 ring members, 
and, if divalently substitutable, optionally is substituted with up to 2 oxo. 

[271] In some particularly preferred embodiments, R x is butyl, methoxyethyl, 
cyclopropyl, methylphenyl, phenylmethyl, pyridinyl, pyrimidinyl, or pyridinylmethyl. 
10 [272] In some particularly preferred embodiments, R x is 2-methoxyethyl, 

pyridinyl, or pyrimidinyl. 

[273] In some particularly preferred embodiments, E l is heterocyclyl that is (if 
substitutable at one or more positions other than the position occupied by -E 2 -E 3 ) 
optionally substituted with one or more substituents independently selected from the group 
15 consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, 
alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, 
alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
20 [274] In some particularly preferred embodiments, E l is pyrazinyl, pyrimidinyl 

pyridazinyl, furanyl, tetrahydropyranyl, dihydrofuranyl, tetrahydrofuranyl, thienyl, 
dihydrothienyl, tetrahydrothienyl, pyrrolyl, isopyrrolyl, pyrrolinyl, pyrrolidinyl, 
imidazolyl, isoimidazolyl, imidazolinyl, imidazolidinyl, pyrazolyl, pyrazolinyl, 
pyrazolidinyl, triazolyl, tetrazolyl, dithiolyl, oxathiolyl, oxazolyl, isoxazolyl, oxazolidinyl, 
25 isoxazolidinyl, thiazolyl, isothiazolyl, thiazolinyl, isothiazolinyl, thiazolidinyl, 
isothiazolidinyl, thiodiazolyl, oxathiazolyl, oxadiazolyl, oxatriazolyl, dioxazolyl, 
oxathiolyl, oxathiolanyl, pyranyl, dihydropyranyl, pyridinyl, piperidinyl, diazinyl, 
piperazinyl, triazinyl, oxazinyl, isoxazinyl, oxathiazinyl, oxadiazinyl, morpholinyl, 
azepinyl, oxepinyl, thiepinyl, diazepinyl, indolizinyl, pyrindinyl, pyranopyrrolyl, 
30 4H-quinolizinyl, purinyl, naphthyridinyl, pyridopyridinyl, pteridinyl, indolyl, isoindolyl, 
indoleninyl, isoindazolyl, benzazinyl, phthalazinyl, quinoxalinyl, quinazolinyl, 
benzodiazinyl, benzopyranyl, benzothiopyranyl, benzoxazolyl, indoxazinyl, anthranilyl, 
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benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzoturanyl, isobenzofuranyh 
benzothienyl, isobenzothienyl, benzothiazolyl, benzothiadiazolyl, benzimidazolyl, 
benzotriazolyl, benzoxazinyl, benzisoxazinyl, tetrahydroisoquinolinyl , carbazolyl, 
xanthenyl, or acridinyl. Each such substituent is (if substitutable at one or more positions 
5 other than the position occupied by -E 2 -E 3 ) optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, oxo, 
amino, mono-alkylamino, m-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and 
alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and 
di-alkylamino substituents are, in turn, optionally substituted with one or more substituents 
1 0 independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, thioxo, and imino. 

[275] In some particularly preferred embodiments, E 1 is pyrazinyl, pyrimidinyl 
pyridazinyl, furanyl, tetrahydropyranyl, dihydrofuranyl, tetrahydrofuranyl, thienyl, 
dihydrothienyl, tetrahydrothienyl, pyrrolyl, pyrrolinyl, pyrrolidinyl imidazolyl, 
15 imidazolinyl, imidazoUdinyl, pyrazolyl, pyrazolinyl, pyrazolidinyl, triazolyl, tetrazolyl, 
oxazolyl, isoxazolyl, oxazoUdinyl, isoxazohdinyl, thiazolyl, isothiazolyl, thiazolinyL 
isothiazolinyl, thiazohdinyl, isothiazoUdinyl, thiodiazolyl, oxathiazolyl, oxadiazolyL 
oxatriazolyl, oxathiolyl, oxathiolanyl, pyranyl, dihydropyranyi pyridinyl, piperidinyl, 
piperazinyl, triazinyl, oxazinyl, morpholinyl, azepinyl, diazepinyl, indoUzinyl, pyrindinyl, 
20 pyranopyrrolyl, 4H-quinohzinyl, purinyl, naphthyridinyl, pyridopyridinyl, pteridinyl, 
indolyl, isoindolyl, indoleninyl, isoindazolyl, benzazinyl, phthalazinyl, quinoxalinyl, 
quinazolinyl, benzodiazinyl, benzopyranyl, benzothiopyranyl, benzoxazolyl, indoxazinyl, 
anthranilyl, benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzofiiranyl, 
isobenzofuranyl, benzothienyl, isobenzothienyl, benzothiazolyl, benzothiadiazolyl, 
25 benzimidazolyl, benzotriazolyl, benzoxazinyl benzisoxazinyl, tetrahydroisoquinolinyl , 
carbazolyl, xanthenyl, or acridinyl. Each such substituent is (if substitutable at one or 
more positions other than the position occupied by -E 2 -E 3 ) optionally substituted with one 
or more substituents independently selected from the group consisting of halogen, 
hydroxy, oxo, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
30 alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, alkylthio, 

mono-alkylamino, and di-alkylamino substituents are, in turn, optionally substituted with 
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one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, thioxo, and imino. 

[276] In some particularly preferred embodiments, E 1 is heterocycloalkyl. The 
heterocycloalkyl is optionally substituted with one or more substituents independently 

5 selected from the group consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, 
di-alkylamino, nitro, nitroso, alkyi, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, 
alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino substituents are, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, 

1 0 thioxo, and imino. 

[2771 In some particularly preferred embodiments, E l is heterocycloalkenyl The 
heterocycloalkenyl is optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, 
di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, 

15 alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino substituents are, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, 
thioxo, and imino. 

[278] One particularly preferred example of a heterocyclylpiperazinyl- 

20 sulfonylmethyl hydroxamic acid compound wherein E 1 is substituted heterocycloalkenyl 
is: 




(65-1). 

[279] Examples of heterocyclylpiperazinyl-sulfonylmethyl hydroxamic acid 
25 compounds wherein E 1 is substituted heterocycloalkenyl include: 
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CF 3 (44-2), and 





(44-3). 

1280] In some particularly preferred embodiments, E 1 is heteroaryl. The 
heteroaryl is (if substitutable at one or more positions other than the position occupied by 
-E 2 -E 3 ) optionally substituted with one or more substituents independently selected from 
the group consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, 
5 nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, alkoxyalkyl, 
alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
[2811 hi some particularly preferred embodiments, E 1 is 5-member heteroaryl. 
10 The heteroaryl is (if substitutable at one or more positions other than the position occupied 
by -E 2 -E 3 ) optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, hydroxy, amino, mono-alkylamino, m-alkylannno, 
nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, 
alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, 
15 optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
and imino. 

[2821 In some particularly preferred embodiments, E 1 is thienyl. Particularly 
preferred examples of such thienyl compounds include: 
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(69-25), 

O Op 
O 




N- 

o 




H 





HO. 



(69-26), 



o oo 

N- 




(69-28). 



(69-27), and 

Particularly preferred thienyl compounds also include, for example, the following 
compounds: 



o Op 

HO iLJ^-N^A S 

N 

O 



(70-1), 





o oo 



H 




CH 3 




O Oo 




s 




(70-2), 

o o u o 




h r ] W N -f > 

. J s- 
o 

(70-4). 
(70-3), and 

[283] In some particularly preferred embodiments, E 1 is thiazolyl, isothiazolyl, 
oxadiazolyl, or thiodiazolyl. Particularly preferred examples of such compounds include: 
o 





(73-1), 



(73-2), 
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10 




(73-3), and 



s 




°-CH 3 



(73-4). 



m in someparucularlypreferred embodiments, E l is 6-member heteroaryl. 
Theheteroaryli S (ifsubs^^ 

by -E 2 -E 3 ) optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, hydroxy, amino, mono-alkylanuno, di-alkylammo, 
nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkyltbio. The optional alkyl, alkoxy, 
alkoxyalkyl, alkyltbio, mono-alkylamino, and di-alkylamino substituents are, » turn, 
optionally substituted with one ormore substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, tboxo, 
andimino. 

(285 ] Insomeparticularlypreferredembodiments.EMspyridinyl. Parucularly 
preferred examples of compounds wherein E 1 is pyridinyl include: 





(76-1), 



(76-2), 



^0 




(76-4), 



(76-3), 



76' 
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HO 




(76-12), 




9\ °v/> 




(76-17) 

a 





(76-19), ( ?6 - 20 )' 



H 





(76-21), (76-22), 

N >C N 





(76-24), 



(76-23), 
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HO. 



(76-25), 

O on 




-CH 3 






o oo HC1 



9 oo 



(76-30), 
P Oo 



1 o ^ N x> B 
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,?oo 

S ^"CH 3 (53-D, 

°-CH 3 

(79-7), 



HO. 




(58-1), 

lv 

(58-2), and (60-1). 
1286] Insomeparticularlyprefeired embodiments, E 1 ispyrazinyl. Particularly 




preferred examples of compounds wherein E 1 is pyrazinyl include: 
~V _ HO^ J<- X. 



HO 




H 

(81-2), 

(81-1), 





F F (81-4), 

(81-3), 
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HO. 




HO. 



(82-1), 



(83-1), and 




^H 3 




(84-1). 

[287] In some particularly preferred embodiments, E 1 is pyrimidinyl. Particularly 
preferred examples of compounds wherein E 1 is pyrimidinyl include: 

HO JkV^ 






(86-2), 



"WO 





(86-3), 




(86-4), 



81 
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HO 




TO 



(86-6), 



(86-5), 




XH 3 



i V 



>CH 3 
(89-1), 

Ooo 




s 



CH 3 



(87-1), 

1 V 



Km, 



(89-2), 




(89-4). 



[28S] 



(89-3), and 

In some particularly preferred embodiments, E is pyridazinyl. ParUcularly 



preferred examples of compounds whereinE 1 is pyridazinyl include: 
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(91-1), 


(91-2), and 


(92-5). 


J — r— ■— - — - r 



10 



The heteroaryl is (if substitutable at one or more positions other than the position occupied 
by -E 2 -E 3 ) optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, 
nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. The optional alkyl, alkoxy, 
alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino substituents are, in turn, 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
and imino. Particularly preferred compounds wherein E 1 is optionally-substituted, multi- 
ring heteroaryl include, for example: 

HO, 




Preferred Embodiment No. 3 
15 [290] In some preferred embodiments, the compound corresponds in structure to 

the following formula: 
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(PE-3). 

Here Z' t 7? and Z< are independently .elected from the group ennsistiug of hydrogen, 
Ige^d^o,^^ 

and di-alxylamino substituents are, in torn, optional, «» « « more 

oarboxy.tUol.sulfo.rdtro.nitroao.oxo.thioxo.andtnnno. 

,»„ In some preferred embodiments, at least one of Z , Z , Z , and 27 is 
10 halogen, hydroxy, amino, mono-aflcylamino, di-alxylamino, nine, ninoso, aflcyU afcoxy, 
aU.oxya^l.andaUtylMo. B.***-**-***—** 
and di-alkylamino substituents is, in torn, optionally substituted with one or more 

ca ^xy,«ol,snlfo, B ti.,mti.so,oxo,mioxo,andnmno. 
15 P921 msomepreferredemnodimenta.atleaatoneofZ.Z.Z.Z-.andls 

Wogen^ferablybmmo.emoroorflnom.morepreferablych.omorfluoro.andonen 

even more preferably fluoro). , , , . 

,J Ins „meprefe I redembodimen K ,a,.ea S «oneofZ-,Z=,Z',andZ tshalogen 

(pmfemb.ybmmo.cMomorflnoro.morepreferablyohloroorflnoro.andonenevenmore 

20 preferably fluoro). independently 
IM41 In some preferred embodiments, Z,Z,Z, ana/, are m y 

flnoro.more preferably ehloro or fluore, and often even more preferaMy fluoro). 
m in somepreferred embodimenta, at least 2 of Z 1 , Z ! , Z , and 2? are 
25 hydrogen. 
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[296] In some preferred embodiments, three of Z 1 , Z 2 , Z 3 , and Z 4 are hydrogen; 
and one of Z 1 , Z 2 , Z 3 , and Z 4 is not hydrogen. In that instance, the compound corresponds 
in structure to one of the following formulas: 




(PE-3A) (PE-3B). 
In some such embodiments, the Z 1 or Z 2 that is not hydrogen preferably is bromo, chloro, 
5 or fluoro; more preferably chloro or fluoro; and even more preferably fluoro. 

[297] In some preferred embodiments, two of Z 1 , Z 2 , Z 3 , and Z 4 are hydrogen; 
and one of Z l , Z 2 , Z 3 , and Z 4 is not hydrogen. In that instance, the compound corresponds 
in structure to one of the following formulas: 




(PE-3E). 

In some such embodiments, the two of Z 1 , Z 2 , Z 3 , and Z 4 that are not hydrogen preferably 
10 are independently selected from the group consisting of bromo, chloro, and fluoro; more 
preferably independently selected from the group consisting of chloro and fluoro; and 
even more preferably both fluoro. 
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P 98, In some preferred embodiments, Z\ Z\ Z 3 , and Z< are hydrogen. In that 
instance, the compound corresponds in structure to the following formula: 



10 



15 



20 



25 




(PE-3F). 

In some preferred embodiments: 

Z l and Z 3 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, 
mtroso,alkyl,alkoxy,alkoxy a lkyl,andalkylthio. Any such substituent optimally 
is substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, 

thioxo, and imino; and 

Z 2 and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, m-alkylamino, nitro, 
nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. Here: 

the alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylammo 
optionally are substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

the alkyl and alkoxy comprise at least two carbons and/or are 
substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, 
nitroso, oxo, thioxo, and imino. 

Preferred Embodiment No. 3-A 
l2991 In some preferred embodiments, E 3 is alkyl, alkenyl, alkynyl, alkoxyalkyl, 
alkoxyalkoxyalkyl, alkylthioalkyl, alkyltnioalkylthioalkyl, alkylthioalkoxyalkyl, or 
alkoxyalkylthioalkyl. Each such substituent is, in turn, partially substituted with one or 
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more independently selected halogen (preferably bromo, chloro, or fluoro; more 
preferably chloro or fluoro; and even more preferably fluoro). 

Particularly Preferred Embodiments of Embodiment No, 3-A 
5 [300J In some particularly preferred embodiments, Y is carbon bonded to 

hydrogen. 

[301 ] In some particularly preferred embodiments, Y is nitrogen. 
[302] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




10 

(104-1). 

[303] La some particularly preferred embodiments, A is -O. 
[304] hi some particularly preferred embodiments, A is -N(H)-. 
[305] In some particularly preferred embodiments, A is -N(R X )-. Here, R x is 
15 alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
20 alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
25 [306] In some particularly preferred embodiments, A is -S-, -S(O)-, or -S(0) 2 -. 

[307] In some particularly preferred embodiments, E 2 is a bond. 
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,3081 In some particularly preferred embodiments, E 2 is -0-. 

5 fluoroimorepreferab.yselecW^mbromoaodoh.oroiandevenmoreprefersblyaB 

flBOI<>) pl . 1 tosomep—yprefertedemc^meo.s.-E^isaM^oxy 
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(107-1), . ( 107 - 2 >> 

(107-4), 
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(107-6), 





(111-1), (112-D, 
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(107-13), 
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o op 



HO 



(107-15), 
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N 

A 




(107-17), 



o oo 
II w 





(107-16), 



o oo 



o 



CF 3 



(107-18), 





o qp 

HO. N A^S^ N 




(107-19), 



N 

A 




(113-1), and 



o 



o^o 



(114-1). 

I3„, to some particularly preferred embodiments, 4?-tf is haloalkyl, 
^oafcoxy.balo-sobsbmtedalkoxya^^^ 

fluoroalM, t—oxy, fluoro-subsututed alxoxyaKyl, fluoro-substoted alxoxyatoxy, 
cbloroafcyl, chloroalkoxy, chloro-substituted alkoxyaltyl, or obloro-subsbtuted 

alkoxyalkyl, or fluoro-sabstim.e4 alkoxyaUtoxy). Eaeb soob substituen, is, m brrn, 
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partially substituted with trihalomethyl, preferably trichloromethyl or trifluoromethyl, and 
more preferably trifluoromethyl. Particularly preferred examples of such compounds 
include: 




(118-1), 
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(120-1). 



[3121 In some particularly preferred embodiments, E 3 comprises a carbon atom 
bonded to at least one hydrogen and at least one halogen (preferably bromo, chloro, or 
fluoro; more preferably chloro or fluoro; and even more preferably fluoro). Particularly 
preferred examples of such compounds include: 





(122-1), 



(122-3), 



HO. 



(122-2), 



F 2 H 



HO. 



,9 oo 




(122-4), 
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(125-1). 

Preferred Embodiment No. 3~B 
[313] In some preferred embodiments: 

[314] E 3 is carbocyclyl, carbocyclylalkyl, heterocyclyl, or heterocyclylalkyl. 
5 Each such substituent (if substitutable) is, in turn, optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, cyano, 
carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino, alkyl, alkoxy, alkylthio, 
carbocyclyl, and carbocyclylalkyl. As to such optional substituents: 

the alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl optionally 
10 are substituted with one or more substituents independently selected from the 

group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, aminocarbonyl, and amino; and 

the amino nitrogen is substituted with up to 2 substituents independently 
selected from the group consisting of alkyl and carbocyclylalkyl. 
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[315, Al andA2 together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl. The heterocyclyl and carbocyclyl optionally are substituted 
with up to 3 independently selected R* substituents. Alternatively, Al and A2 are 
independently selected as follows: 
5 A 1 is hydrogen, alkyl, alkoxyalkyl, al^ 

carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylalkylthio, 
carbocyclylthioalkyl, carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
10 heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, or 

heterocyclylalkylthioalkyl. Any member of such group optionally is substituted 
with up to 3 independently selected R x substituents; and 

A 2 is alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
15 carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 

carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, or heterocyclylalkylthioalkyl. Aany 
member of such group optionally is substituted with up to 3 independently selected 

20 R x substituents. 

13161 AstoZ 1 ,Z 2 ,Z 3 ,andZ 4 : 

Z 1 and Z 3 are independently selected from the group consisting of 

hydrogen, halogen, hydroxy, amino, mono-alkylamino, m-alkylamino, nitro, 

nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. Any such substituent optionally 
25 is substituted with one or more substituents independently selected from the group 

consisting of halogen, hydroxy, cyano, carboxy, thiol, snlfo, nitro, nitroso, oxo, 

thioxo, and imino; and 

Z 2 and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, 
30 nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. Here: 



94 



BNSDOCtO. <WO 03091 247A2„L> 



WO 03/091247 



PCT/US03/13123 



the alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino 
optionally are substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

the alkyl and alkoxy comprise at least two carbons and/or are 
substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, 
nitroso, oxo, thioxo, and imino. 

Particularly Preferred Embodiments of Embodiment No. 3-B 
[317] In some particularly preferred embodiments, Y is carbon bonded to 
hydrogen. 

[318] In some particularly preferred embodiments, Y is nitrogen. 

[319] In some particularly preferred embodiments, A 1 and A 2 are independently 
selected from the group consisting of alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylalkylthio, 
heterocyclylthioalkyl, and heterocyclylalkylthioalkyl. Any member of such group 
optionally is substituted with up to 3 independently selected R x substituents. 

[320] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




(128-1). 

[321] In some particularly preferred embodiments, A is -0-. 
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[322] In some particularly preferred embodiments, A is -N(H)-. 
[323] Insomeparticularlypreferredembodiments,Ais-N(R>. Here,R x is 
alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, RaRa-aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, beterocyclyl, heterocyclylalkyl, or 
5 heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
10 with one or more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

~ the amino optionally is substituted by up to 2 independently selected alkyl. 
[3241 In some particularly preferred embodiments, A is -S-, -S(0>, or -S(0>2-. 
[325] In some particularly preferred embodiments, Z x , Z 2 , Z 3 , and Z 4 are 
15 hydrogen. 

[3261 Msomeparticularlypreferredembodiments,E isabond. 

[3271 In some particularly preferred embodiments, E 2 is -O. 

[328] In some particularly preferred embodiments, E 3 is optionally-substituted 
carbocyclyl or optionally-substituted carbocyclylalkyl. 
20 [329] m some particularly preferred embodiments where E 3 is optionally- 

substituted carbocyclyl or optionally-substituted carbocyclylalkyl, the carbocyclyl portion 
of E 3 is cycloalkyl. Particularly preferred examples of such compounds include: 

XX OJO 





(131-1), (131-2), and 
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?i 9wO 



HO. 



N 




H 3 
(131-3). 

[330] In some particularly preferred embodiments where E 3 is optionally- 
substituted carbocyclyl or optionally-substituted carbocyclylalkyl, the carbocyclyl portion 
of E 3 is aryl, and preferably phenyl. Particularly preferred examples of such compounds 
include: 



HO. 




(133-1), 



HO. 



HO. 




(133-2), 



HO. 





/? °o 




(133-6), and 
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HO 




(133-7). 



10 



15 



[331] In some particularly preferred embodiments, E 3 is more preferably 
optionally-substituted heterocyclyl or optionally-substituted heterocyclylalkyl. 

1332] In some partucularly preferred embodiments where E 3 is optionally- 
substituted heterocyclylalkyl or optionally-substituted heterocyclylalkyl, the heterocyclyl 

portion of E 3 is heteroaryl. 

13331 In some particularly preferred embodiments where E 3 is optionally, 
substituted heterocyclylalkyl or optionally-substituted heterocyclylalkyl, the heterocyclyl 
portion of E 3 is heteroaryl. An example of one such particularly preferred compound 
corresponds in structure to the following formula: 



(135-1). 

[334] In some particularly preferred embodiments where E 3 is optionally- 
substituted heterocyclylalkyl or optionally-substituted heterocyclylalkyl, the heterocyclyl 
portion of E 3 is heterocycloalkyl. Particularly preferred examples of such compounds 



[335] In some preferred embodiments, E 3 is cyano, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 





° <>wP 



(138-1) 



Preferred Embodiment No. 3-C 
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10 



alkylthioalkoxyalkyl, or alkoxyalkylthioalkyL Each such substituent (except cyano) is, in 
turn, substituted with one or more cyano. 

Particularly Preferred Embodiments of Embodiment No. 3-C 
[336] In some particularly preferred embodiments, Y is carbon bonded to 
hydrogen. 

[337] In some particularly preferred embodiments, Y is nitrogen. 
[3381 In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




(1414). 



[339] In some particularly preferred embodiments, A is -0-. 
[340] In some particularly preferred embodiments, A is -N(H)-. 
[341] In some particularly preferred embodiments, A is -N(R X >. Here, R x is 
1 5 alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
20 alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
25 [342] In some particularly preferred embodiments, A is -S-, -S(O)-, or -S(0) 2 -. 
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[343] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[3441 In some particularly preferred embodiments, E 2 is a bond. 
,345] In some particularly preferred embodiments, -E 2 -E 3 is cyano. One 
particularly preferred example of such a compound is: 

9 9wO 



SCH 3 




HO 



H 




(145-1). 

13461 In some particularly preferred embodiments, -E 2 -E 3 is cyanoalkyl. 
Particularly preferred examples of such compounds include: 

(148-1), 

(148-2), and 





10 



x:h 3 
(148-3). 

[3471 m some particularly preferred embodiments, -E 2 -E 3 is cyanoaryl. One 
particularly preferred example of such a compound is: 
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(143-1). 



Preferred Embodiment No. 3-D 
5 |348] In some preferred embodiments, the compounds correspond in structure to 

Formula (149-1): 




(149-1). 

In these embodiments: 

1 0 1349] R x is R c -oxyalkyl, R c R c -aminoalkyl, carbocyclyl, carbocyclylalkyl, or 

carbocyclylsulfonyl. The carbocyclyl and the carbocyclyl of the carbocyclylalkyl, 
carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, and carbocyclylsulfonyl are 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
15 alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino nitrogen optionally is substituted with up to 2 independently 

20 selected alkyl. 

[350] Each R c is independently selected from the group consisting of carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
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carl 



carl 



carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, and 

:bocyclylsulfonylalkyl. Trie carbocyclyl and the carbocyclyl of the carbocyclylalkyl, 
arbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclyithioalkyl, 
bocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, and 
5 carbocyclylsulfonylalkyl are, in turn, substituted with one or more substituents 

independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, tbioxo, and hnino. 

Particularly Preferred Embodiments of Embodiment No. 3-D 
10 |351] In some particularly preferred embodiments, Y is carbon bonded to 

hydrogen. 

[3521 hi some particularly preferred embodiments, Y is nitrogen. 
13531 In some particularly preferred embodiments, Z , Z , Z , and Z are 
hydrogen. 

15 13541 In some particularly preferred embodiments, E 2 is a bond. 

13551 In some particularly preferred embodiments, E 2 is -0-. 
[3561 In some particularly preferred embodiments, R x is R'-oxyalkyl, 
RCRC.aminoalkyl, phenyl, phenylalkyl, or phenylsulfonyl. The phenyl and the phenyl of 
the phenylalkyl, phenyloxy, phenyloxyalkoxy, phenylthio, and phenylsulfonyl are, m turn, 
20 substituted with one or more substituents independently selected from the group consrstmg 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkoxyalkoxy. As to such substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 

25 halogen and hydroxy, and 

" theammooptionallyissubsnmtedwimupto2independentlyselected 

alkyl. 

Here, each R c is independently selected from the group consisting of phenyl, phenylalkyl, 
phenyloxyalkyl, phenylalkoxyalkyl, phenylthioalkyl, phenylthioalkenyl, 
30 phenylsulfoxidoalkyl, phenylsulfonyl, and phenylsulfonylalkyl. The phenyl and the 
phenyl of the phenylalkyl, phenyloxyalkyl, phenylalkoxyalkyl, phenylthioalkyl, 
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phenylthioalkenyl, phenylsulfoxidoalkyl, phenylsulfonyl, and phenylsulfonylalkyl are, in 
turn, substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, and nitroso. 

[357J In some particularly preferred embodiments, R x is phenyl substituted with 

5 one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, Ci-C 6 -alkyl (more preferably C r C 2 -alkyl), 
Ci-C 6 -alkoxy (more preferably C r C 2 -alkoxy), Ci-C 6 -alkoxy-Ci-C 6 -alkyl (more preferably 
Ci-C2-alkoxy-CrC 2 -alkyl), and CrC 6 -alkoxy-CrC 6 -alkoxy (more preferably 
Ci-C 2 -alkoxy-Ci-C2-alkoxy). The alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally 

10 are substituted with one or more substituents independently selected from the group 

consisting of halogen and hydroxy. The amino, on the other hand, is optionally substituted 
with up to 2 independently selected Ci-C6-alkyl (more preferably Ci-C 2 -alkyl). 
Particularly preferred examples of such compounds include: 




(153-3), (153-4), 
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(153-11), 
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(153-15). 

Preferred Embodiment No. 3-E 
[358] In some preferred embodiments, the compounds correspond in structure to 
Formula (154-1), 




(154-1). 

In these embodiments: 

[3591 R xl is -C(O)-, -C(S)-, ^(NRV, or -S(0) 2 -. 
[360] R b is hydrogen or hydroxy. 

[3611 R x2 is hydrogen, hydroxy, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, 
alkoxyalkoxy, R a -oxyalkyl, alkenyloxy, alkynyloxy, R a R a -amino, R a R a -aminoalkyl, 
R a R a -aminoalkoxy, R^^aminoalkyl^amino, carbocyclyl, carbocyclylalkyl, 
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caibocyclyloxy, caibocyclyloxyalkoxy, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
or heterocyclyloxyalkoxy. Each such substituent (if substitutable) is, in turn, optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
5 alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to these optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to two independently selected 

10 alkyl substituents. 

Particularly Preferred Embodiments of Embodiment No. 3-E 
[3621 hi some particularly preferred embodiments, Y is carbon bonded to 
hydrogen. 

1 5 [363] In some particularly preferred embodiments, Y is nitrogen. 

[364] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are ( 
hydrogen. 

[3651 In some particularly preferred embodiments, E 2 is a bond. 
[366] In some particularly preferred embodiments, E 2 is -0-. 
20 [367] In some particularly preferred embodiments, R* 2 is hydrogen, amino, alkyl, 

alkoxy, alkoxyalkyl, alkoxyalkoxy, alkenyloxy, alkynyloxy, aminoalkyl, cycloalkyl, aryl, 
heterocycloalkyl, or heteroaryl. Here, the alkyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
alkenyloxy, alkynyloxy, aminoalkyl, cycloalkyl, aryl, heterocycloalkyl, and heteroaryl (if 
substitutable) optionally are substituted with one or more substituents independently 
25 selected from the group consisting of halogen, oxo, hydroxy, and alkyl. The amino, on the 
other hand, is optionally substituted with up to two substituents independently selected 
from the group consisting of alkyl and alkoxyalkyl. 

[368] In some particularly preferred embodiments, R* 2 is heterocycloalkyl or 
heteroaryl. The heterocycloalkyl and heteroaryl (if substitutable) optionally are 
30 substituted with one or more substituents independently selected from the group consisting 
of halogen, oxo, hydroxy, and alkyl. In some such embodiments, R* 2 is more preferably 
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optionally-substituted heterocycloalkyl. In other such embodiments, R is more 
preferably optionally-substituted heteroaryl. 

[369] In some particularly preferred embodiments, R* 2 is cycloalkyl or aryl. The 
cycloalkyl and aryl optionally are substituted with one or more substituents independently 
5 selected from the group consisting of halogen, oxo, hydroxy, and alkyl. In some such 
embodiments, R* 2 is more preferably optionally-substituted cycloalkyl. In other such 
embodiments, R* 2 is more preferably optionally-substituted aryl (preferably phenyl). 

[370] In some particularly preferred embodiments, R xl is -S(0)2-, le., the 
compound corresponds in structure to the following formula: 



10 




(157-1). 



Particularly preferred examples of such compounds include: 




(158-3), 



107 



BNSDOCID: <WO 03091 247A2_I_> 



WO 03/091247 



PCTYUS03/13123 




(160-1), 

[371] In some particularly preferred embodiments, R xl is -C(S)-, i.e., the 
compound corresponds in structure to the following formula: 




(162-1). 

[372] In some particularly preferred embodiments, R xl is -CCNR*)-, /.e., the 
compound corresponds in structure to the following formula: 

R b — N^R 12 

(163-1). 

One particularly preferred example of such a compound is: 
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' \ ~ ~ 



*2 

(164-1). 

[373] In some particularly preferred embodiments, R xl is -C(0)-, Le. 9 the 
compound corresponds in structure to the following formula: 

(165-1). 

Particularly preferred examples of such compounds include: 
O <v X> 




no^ 



HO 



(166-2), 

(166-1), 



(166-4), 

(166-3), 
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(166-11), 



110 



BNSDOCID: <WO 03091 247A2J_> 



WO 03/091247 



PCT/US03/13123 



0 o K/ o 



HjcAtHj (166-14), 
(166-13), 

o o w o Q 



CF3 



CI. 
£h 3 



(166-15), (166-16), 
(166-17), (166-18), 



O' 

H 3 C CH 3 



Uv/P ft <W> 

HO. 



066-19), (166 . 20)> 




0 o v x> 



(166-21), 



CH 3 




(166-22), 
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(166-23), < 166 - 2 * 
XH, 




(166-25), 
ft O w0 



(166-26), 



(168-1), 




o 

(170-3), 
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(170-10), (170-11), and 
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(170-12). 



Preferred Embodiment No. 3-F 
1374) In some preferred embodiments, the compounds correspond in structure to 

Formula (171-1): 




(171-1). 

Here, at least one of Z 1 , Z 2 , Z 3 , Z 4 , and -E 2 -E 3 is halogen. 

Particularly Preferred Embodiments of Embodiment No. 3-F 
[3751 In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




(184-1). 

[3761 In some particularly preferred embodiments, A is -O. 
[3771 In some particularly preferred embodiments, A is -N(H)-. 
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[378] In some particularly preferred embodiments, A is -N(R X )-. Here, R x is 
alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, ( or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
5 one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
10 halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
[379] In some particularly preferred embodiments, A is -S-, -S(O)-, or -S(0) 2 -. 
[380] In some particularly preferred embodiments, E 2 is a bond. 
[381] In some particularly preferred embodiments, E 2 is -0-. 
15 [382] In some particularly preferred embodiments, R x is aldehydo, CpCe-alkyl, 

C 3 -C 6 -alkynyl, Ci-C 6 -alkylcarbonyl, C r C 6 -alkoxycaibonyl, C 3 -C 6 -alkenyloxycarbonyl, 
C 3 -C 6 -alkynyloxycarbonyl, amino, amino-Ci-C 6 -alkyl, aminocarbonyl, 
amino-Ci-C 6 -alkylcarbonyl, amino(thiocarbonyl), aminosulfonyl, 
Ci-C6-alkylaminocarbonyl, C 3 -cycloalkyl, C 3 -cycloalkyl-Ci-C6-alkyl, 
20 C 3 -cycloalkylcarbonyl, phenyl, phenyl-Ci-C6-alkyl, phenylcarbonyl, phenylsulfonyl, 
Ci-C6-alkoxyphenyl, heterocyclyl, heterocyclyl-Ci-C6-alkyl, heterocyclylcarbonyl, 
heterocyclylsulfonyl, or Ci-C6-alkoxyheterocyclyl. Each such substituent (if substitutable) 
is, in turn, optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, cyano, hydroxy, Ci-Ce-alkyl, and Ci-C6-alkoxy. 
25 The optional alkyl and alkoxy substituents are, in turn, optionally substituted with one or 
more independently selected halogen. Any amino of R x optionally is substituted with up 
to 2 independently selected Ci-C6-alkyL And any heterocyclyl of R x has 5 to 10 ring 
members, and, if divalently substitutable, optionally is substituted with up to 2 oxo. 

[383] In some particularly preferred embodiments, R x is butyl, methoxyethyl, 
30 cyclopropyl, methylphenyl, phenylmethyl, pyridinyl, pyrimidinyl, or pyridinylmethyl. 
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[384] Id some particularly preferred embodiments, E 3 is selected from the group 
consisting of hydrogen, halogen, cyano, C r C 9 -alkyl, Ci-C9-alkoxy-Ci-C 9 -alkyl, 
C 3 -C 6 -cycloalkyl, C 3 -C6-cycloalkyl-CrC 6 -alkyl, phenyl, Cj-Q-alkylphenyl, 
Ci-C 6 -alkoxyphenyl, phenyl-C r C 6 -aIkyl, heterocyclyl-C r C 6 -alkyl, 
5 C r C6-alkylheterocyclyl, and Ci-C 6 -alkoxyheterocyclyl. Each such substituent (if 
substitutable) is, in turn, optionally substituted with one or more substituents 
independently selected from the group consisting of halogen and cyano. Any heterocyclyl 
of E 3 has 5 to 10 ring members, and, if divalently substitutable, is optionally substituted 
with up to 2 oxo. 

1 o 1385] In some particularly preferred embodiments, -E 2 -E 3 is selected from the 

group consisting of butyl, pentyl, ethoxy, propoxy, methoxyethoxy, cyclobutyloxy, 
butoxy, trifluoromethylpropoxy, cyclopropylmethoxy, and phenyl. 

|386] In some particularly preferred embodiments, -E 2 -E 3 is halogen. One 
particularly preferred example of such a compound is: 



15 




(177-1). 

[387] In some particularly preferred embodiments, at least one of Z 1 , Z 2 , Z 3 , and 
Z 4 is halogen. In some such embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are independently selected 
from the group consisting of hydrogen and halogen (preferably bromo, chloro, or fluoro; 
20 more preferably chloro or fluoro; and most preferably fluoro). 

[388] In some particularly preferred embodiments, three of Z l , Z 2 , Z 3 , and Z 4 are 
hydrogen; and one of Z 1 , Z 2 , Z 3 , and Z 4 is halogen (preferably bromo, chloro, or fluoro; 
more preferably chloro or fluoro; and most preferably fluoro). 

[389] In some particularly preferred embodiments, the compound corresponds in 
25 structure to the following formula: 
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°v P 

V 




N. 




H A 1 V 



E 2 -E 3 
(PE-3-FA) 

wherein Z 1 is halogen. Examples of particularly preferred compounds include 
tetrahydropyranyl compounds, , such as those corresponding in structure to the following 
5 formulas: 




(188-1), 



(188-3), 



HO 



(188-5), 



H r^S V^N- 



(190-1) 





(188-2), 




o 



HO. 




V 



r?<?o 



XX 



CH 3 



(188-4), 





(189-1), and 
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Examples of particularly preferred compounds also include piperidine compounds, such as 
those corresponding in structure to the following formulas: 



o 



H 




(188-6), (188-7), 

(188-9). 

[390] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 

i V 





E 2 -E 3 
5 

(PE-3-FB). 

wherein Z 2 is halogen. Examples of particularly preferred compounds include 
heterocycloalkyl compounds, such as the compound corresponding in structure to the 
following formula: 

9 Ox o 

HO> 



10 



(183-1). 
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Examples of particularly preferred compounds also include tetrahydropyranyl compounds, 
such as those corresponding in structure to the following formulas: 



HO 




HO^X<fN^ 




(195-1), 
O OO F 




o 



(192-11), 
O Op HC1 




O. JO 



HO 




(194-1), 



,9 Qo 





(192-9), 

o op 



H 





(192-12), and 




(192-13). 

Examples of particularly preferred compounds also include piperidinyl compounds, such 
as those corresponding in structure to the following formulas: 
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HO. 



0£ 



H 3 




(192-1), (192-2), 




] 



Xh, ^ 

(192-3), ^4), 

« V . ho. 1 V 



>CH 3 




H 

(192-6), 



(192-5), 

0 9wP „„ H V° 




H 3 C 

(192-7), 



(192-8), 
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HO IV. HO IV 

WY H U WY 

(197-1), 

(196-1), 

9 o. o Q o. 



HO. 

H 



r^CH 3 



>CH 3 

(198-1), (199-1), 



ft 9vP ™ ,?Q.O 




(200-1), ( 20M >' md 



"0 w " 




^CH 3 

(192-10). 

[391] In some particularly preferred embodiments, two of Z\ Z 2 , Z 3 , and Z 4 are 
hydrogen; and two of Z 1 , Z 2 , Z 3 , and Z 4 is halogen (preferably bromo, chloro, or fluoro; 
more preferably chloro or fluoro; and most preferably fluoro). 

[392] In some particularly preferred embodiments, the compound corresponds in 
5 structure to the following formula: 
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O op 
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(PE-3-FC). 

wherein Z 1 and Z 2 are independently selected halogen. 

,393] In someparticnlarly preferred embodiments, the compound corresponds m 
5 structure to the following formula: 




(PE-3-FD). 

wherein Z 1 andZ 3 are independently selected halogen. 

, 3941 In some particularly preferred embodiments, the compound corresponds m 
10 structure to the following formula: 



o o o 

" V 





(PE-3-FE) 



in Z 2 and 2* are independently selected halogen. One particularly preferred example 



wherein 
of such a compound is 
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(208-1). 



Prefeired Embodiment No. 3-G 
[395J In some preferred embodiments, the compounds correspond in structure to 
Formula (209-1): 




(209-1). 

In these embodiments: 

1396] E 2 is -C(O)-, -C(0)-0, -O-C(O)-, -N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, 
-C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(OK -S(0) 2 -, -N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, 
-0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, or -C(NOH)-. 

[397] E 3 is hydrogen, alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, 
alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, 
aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, or heterocyclylalkyl. Each such 
substituent (if substitutable) is, in turn, optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, cyano, 
carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino, alkyl, alkoxy, alkylthio, 
carbocyclyl, and carbocyclylalkyl. As to such optional substituents: 

the alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl optionally 

are substituted with one or more substituents independently selected from the 
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10 



group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, aminocarbonyl, and amino; and 

the amino nitrogen is substituted with up to 2 substituents independently 
selected from the group consisting of alkyl and carbocyclylalkyl. 

Particularly Preferred Embodiments of Embodiment No. 3-G 
[3981 In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 

I V 



H 




z 3 




(210-1). 

[399] hi some particularly preferred embodiments, A is -0-. 
[400] In some particularly preferred embodiments, A is -N(H)-. 
[401] In some particularly preferred embodiments, A is -N(R>. Here, R x is 
alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, RaRa-aminoalkyl, 
15 carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 

heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 
20 the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 

with one or more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
[402] In some particularly preferred embodiments, A is -S-, -S(0)-, or -S(0) 2 -. 
25 [403] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 

hydrogen. 
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[404] In some particularly preferred embodiments, E is hydrogen, Ci-C9-alkyl, 
Ci-C9-alkoxy-Ci-C9-alkyl, C3-C6-cycloalkyl, C3-C6-cycloalkyl-Ci-C 6 -alkyl, phenyl, 
Ci-C6-alkylphenyl, Ci-Ce-alkoxyphenyl, phenyl-Ci-C6-alkyl, heterocyclyl-Ci-C6-alkyl, 
Ci-C 6 -alkylheterocyclyl, and Ci-C6-alkoxyheterocyclyl. Each such substituent (if 
5 substitutable) is, in turn, optionally substituted with one or more substituents 
independently selected from the group consisting of halogen and cyano. And any 
heterocyclyl of E 3 has 5 to 10 ring members, and, if divalently substitutable, is optionally 
substituted with up to 2 oxo. 

[405] In some particularly preferred embodiments, E 2 is -C(O)-, -N(H)-, -S-, 
10 -S(0) 2 -, -0-S(O) 2 -, or -C(0)-N(H)-. 

[406] In some particularly preferred embodiments, E 2 preferably is -S-. 
Examples of particularly preferred compounds include the compounds corresponding in 
structure to the following formulas: 




(213-1), (213-2), 




(213-6), and 
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(213-7). 

1407] in some particularly preferred embodiments, E 2 preferably is -S(0) 2 -. One 
particularly preferred example of such a compound is: 




(215-1). 

[4081 In some particularly preferred embodiments, E 2 preferably is -C(0)-. 
Examples of particularly preferred compounds include the compounds corresponding i 
structure to the following formulas: 




(218-4). 
(218-3), and 

[4091 In some particularly preferred embodiments, E 2 preferably is -O-S(0)2-. 
One particularly preferred example of such a compound is: 
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HO, 




(220-1). 

[410] In some particularly preferred embodiments, E 2 preferably is -C(0)-N(H)-. 
One particularly preferred example of such a compound is: 



Preferred Embodiment No. 3-H 
[411] In some preferred embodiments, the compounds correspond in structure to 
10 Formula (223-1): 



In this embodiment, E 3 is halogen, cyano, alkenyl, alkynyl, alkoxyalkyl, 
alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
15 alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, or 

heterocyclylalkyl. Each such substituent (if substitutable) is, in turn, optionally substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino, 




(222-1). 




(223-1). 
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alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. As to such optional 
substituents: 

the alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl optionally 
are substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, aminocarbonyl, and amino; and 

the amino is substituted with up to 2 substituents independently selected 
from the group consisting of alkyl and carbocyclylalkyl. 

Particularly Preferred Embodiments of Embodiment No. 3-H 
[412] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




(PE-3-HA). 

[4131 hi some particularly preferred embodiments, A is -0-. 

[414] In some particularly preferred embodiments, A is -N(H)-. 

[415] In some particularly preferred embodiments, A is -N(R X )-. Here, R x is 
alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, R a R^aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, caiboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 

with one or more, substituents independently selected from the group consisting of 

halogen and hydroxy; and 
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the amino optionally is substituted by up to 2 independently selected alkyl. 
[416] In some particularly preferred embodiments, A is -S-, -S(O)-, or -S(0)2-. 
[417] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[418] In some particularly preferred embodiments, E 2 is a bond. 
[419] In some particularly preferred embodiments, E 3 is alkoxyalkyl. In some 
such embodiments, -E 2 -E 3 is alkoxyalkyl Examples of particularly preferred compounds 



include the compounds corresponding in structure to the following formulas: 




(226-1) (226-2). 



Preferred Embodiment No. 3-1 
[420] In some preferred embodiments, the compounds correspond in structure to 
Formula (227-1): 




(227-1). 



Panicularly Preferred Embodiments of Embodiment No. 3-1 
[421] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 



129 



WO 03/091247 



PCT/US03/13123 




(228-1). 

|422] In some particularly preferred embodiments, A is -0-. 
[4231 In some particularly preferred embodiments, A is -N(H)-. 
5 [4241 In some particularly preferred embodiments, A is -N(R X )-. Here, R x is 

alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyL alkylsulfonyl, RaRa-aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
10 hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 

halogen and hydroxy, and 
15 the amino optionally is substituted by up to 2 independently selected alkyl. 

[425] In some particularly preferred embodiments, A is -S-, -S(0)-, or -S(0) 2 -. 
[426] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[427] An example of a particularly preferred compound is the compound 
20 corresponding in struture to the following formula: 
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Preferred Embodiment No. 3-J 
[428) In some preferred embodiments, the compounds correspond in structure to 
Formula (227-2): 



5 




(227-2). 



Particularly Preferred Embodiments of Embodiment No. 3-J 
[429] In some particularly preferred embodiments, the compound corresponds in 
10 structure to the following formula: 




(230-1). 

(4301 In some particularly preferred embodiments, A is -0-. 

[4311 In some particularly preferred embodiments, A is -N(H)-. 

[432] In some particularly preferred embodiments, A is -N(R X )-. Here, R x is 
alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, 
carbocyclyl, carbocyclylalkyl, caibocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 
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the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
[433] In some particularly preferred embodiments, A is -S-, -S(0>, or -S(0) 2 -. 
[434] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[4351 An example of a particularly preferred compounds is the compound 
corresponding in structure to the following formula: 

Q o 



10 




(231-1), 



Preferred Embodiment No. 3-K 
[436] In some preferred embodiments, the compounds correspond in structure to 
15 Formula (232-1): 

9 a jo 




(232-1). 

Here, at least one of Z 1 , Z 2 , Z 3 , and Z 4 is not hydrogen. 

20 Particularly Preferred Embodiments of Embodiment No. 3-K 

[437] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 
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(233-1). 

[438] In some particularly preferred embodiments, A is -O. 

[439] In some particularly preferred embodiments, A is -N(H)-. 

[440] In some particularly preferred embodiments, A is -N(R X )-. Here, R x is 

alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 

with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 

[441] In some particularly preferred embodiments, A is -S-, -S(O)-, or -S(0)2-. 

[442] Examples of particularly preferred compounds include the compound 
corresponding in structure to a formula selected from the group consisting of: 
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(234-1), 



CH 3 



(234-2), and 



o oo 



H 




O 




Preferred Embodiment No. 3-L 
[443] In some preferred embodiments, the compounds correspond in structure to 

Formula (235-1): 



(235-1). 

in this embodiment, Al and A2 (together with the carbon to which they are bonded) form 
carbocyclyl that is optionally substituted wilh up to 3 independently selected^ 
substituents. 

10 
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Particularly Preferred Embodiments of Embodiment No. 3-L 
[444] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[4451 In some particularly preferred embodiments, E 2 is a bond. 
5 [446] In some particularly preferred embodiments, E 2 is -0-. 

[447J In some particularly preferred embodiments, A* and A 2 (together with the 
carbon to which they are bonded) form unsubstituted carbocyclyl. 

[448| In some particularly preferred embodiments, A^ and A 2 (together with the 
carbon to which they are bonded) form cycloalkenyl optionally substituted with up to 3 
10 independently selected R x substituents. 

[449] In some particularly preferred embodiments, A 1 and A 2 (together with the 
carbon to which they are bonded) form unsubstituted cycloalkenyl. 

[450] In some particularly preferred embodiments, A* and A 2 (together with the 
carbon to which they are bonded) form cycloalkyl optionally substituted with up to 3 
1 5 independently selected R x substituents. 

[451] In some particularly preferred embodiments, A 1 and A 2 (together with the 
carbon to which they are bonded) form unsubstituted cycloalkyl. 

[452] In some particularly preferred embodiments, A* and A 2 (together with the 
carbon to which they are bonded) form cyclopropyl optionally substituted with up to 3 
20 independently selected R x substituents. 

[453] In some particularly preferred embodiments, A* and A 2 (together with the 
carbon to which they are bonded) form unsubstituted cyclopropyl. One example of a 
particularly preferred compound is: 




25 (237-1). 
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[454] In some particularly preferred embodiments, A 1 and A 2 (together with the 
carbon to which they are bonded) form cyclobutyl optionally substituted with up to 3 
t independently selected R x substituents. 

[455] In some particularly preferred embodiments, A 1 and A 2 (together with the 
5 carbon to which they are bonded) form unsubstituted cyclobutyl. 

(4561 In some particularly preferred embodiments, A 1 and A 2 (together with the 
carbon to which they are bonded) form cyclopentyl optionally substituted with up to 3 
independently selected R x substituents. 

[457] In some particularly preferred embodiments, A* and A 2 (together with the 
1 0 carbon to which they are bonded) form unsubstituted cyclopentyl. One example of a 
particularly preferred compound is: 




(238-1). 

[458] In some particularly preferred embodiments, A 1 and A 2 (together with the 
1 5 carbon to which they are bonded) form cyclohexyl optionally substituted with up to 3 
independently selected R x substituents. 

[459] In some particularly preferred embodiments, A 1 and A 2 (together with the 
carbon to which they are bonded) form unsubstituted cyclohexyl. 

20 Preferred Embodiment No. 3-M 

[460] In some preferred embodiments, the compounds correspond in structure to 
Formula (239-1): 
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(239-1). 

In this embodiment, E 3 is alkyl or alkoxyalkyl. 

5 Particularly Preferred Embodiments of Embodiment No. 3-M 

[461] In some particularly preferred embodiments, E 2 is a bond. 

[462] In some particularly preferred embodiments, E 2 is -0-. 

[463] Examples of particularly preferred compounds include the compounds 



corresponding in structure to the following formulas: 




< 240 - 3 )' (241-1), and 
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0 O.A> 




>CH 3 
(242-1). 

Preferred Embodiment No. 3-N 
1464] In some preferred embodiments, the compounds correspond in structure to 
Formula (243-1): 




Z 3 ^ ^E 2 -E 3 

5 z * 

(243-1). 

In this embodiment, A is -S-, -S(O)-, or -S(0) 2 -. 

Particularly Preferred Embodiments of Embodiment No. 3-N 
1 0 [465] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 

hydrogen. 

[466] In some particularly preferred embodiments, E 2 is a bond. 
[467] In some particularly preferred embodiments, E 2 is -0-. 
[468] In some particularly preferred embodiments, A is -S-. One example of a 
1 5 particularly preferred compound is: 
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*3 

(245-1). 

[469] In some particularly preferred embodiments, A is -S(O)-. 
[470] In some particularly preferred embodiments, A is -S(0)2-. One example of 
5 a particularly preferred compound is: 




(247-1). 



Preferred Embodiment No. 3-0 
10 [471] In some preferred embodiments, the compounds correspond in structure to 

Formula (248-1): 

<? <X ,Q 

HO v 




(248-1). 

In these embodiments: 

1 5 [472] R x is R c -oxyalkyl, R c R c -aminoalkyl, R c R c -aminosulfonyl, heterocyclyl, 

heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to these optional 

20 substituents: 
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the alkyL alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to two independently selected 

5 alkyl substituents. 

[4731 Each R c is independently selected from the group consisting of 
heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, heterocyclylsulfonyl, and 
heterocyclylsulfonylalkyl. Each such substituent (if substitutable) is, in turn, optionaUy 

10 substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

Particularly Preferred Embodiments of Embodiment No. 3-0 
[474] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
15 hydrogen. 

[4751 hi some particularly preferred embodiments, E 2 is a bond. 
[4761 hi some particularly preferred embodiments, E 2 is -O-. 
[4771 hi some particularly preferred embodiments, R x is heterocyclyl, 
heterocyclyl-Ci-Ce-alkyl, heterocyclylcarbonyl, heterocyclylsulfonyl, or 
20 Ci-Ce-alkoxyheterocyclyl. Each such substituent (if substitutable) optionally is substituted 
with one or more substituents independently selected from the group consisting of 
halogen, cyano, hydroxy, oxo, Ci-C 6 -alkyl, and C,-C 6 -alkoxy. Each optional alkyl or 
alkoxy is, in turn, optionally substituted with one or more independently selected halogen. 
In addition, any heterocyclyl of R x has 5 to 10 ring members, and, if divalently 
25 substitutable, optionally is substituted with up to 2 oxo. 

[4781 In some particularly preferred embodiments, R x is heteroaryl optionally 
substituted with one or more substituents independently selected from the group consisting 
of halogen, cyano, hydroxy, Ci-C 6 -alkyl, and d-C 6 -alkoxy. Each optional alkyl or alkoxy 
is, in turn, optionally substituted with one or more independently selected halogen. 
30 [479] In some particularly preferred embodiments, R x is 5-member heteroaryl 

optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, Ci-Ce-alkyl, and Ci-C 6 -alkoxy. Each optional 
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alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
halogen. Examples of particularly preferred compounds include the compounds 
corresponding in structure to the following formulas: 




(252-2). 

[480] In some particularly preferred embodiments, R x is 6-member heteroaryl 
5 optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, Ci-Ce-alkyl, and Ci-C6-alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
halogen. 

[481] In some particularly preferred embodiments, R x is 6-member heteroaryl 
1 0 optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, Ci-Ce-alkyl, and Ci-C 6 -alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
halogen. In addition, the heteroaryl of R x has 1 or 2 nitrogen ring members, with the 
remaining ring members being carbon. Examples of particularly preferred compounds 
1 5 include the compounds corresponding in structure to the following formulas: 




(255-2), 
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(255-3), 



KUC 





(255-5), ( 255 " 6 >' 



° o w o 





'^CH, (255-8), 
(255-7), 



o 



6 



(255-9), . 

(255-10), 
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(255-15), and (255-16). 
[482] In some particularly preferred embodiments, R x is 9- or 10-member 
heteroaryl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, cyano, hydroxy, Ci-C6-alkyl, and Ci-Ce-alkoxy. 
Each optional alkyl or alkoxy is, in turn, optionally substituted with one or more 
independently selected halogen. Examples of particularly preferred compounds include 
the compounds corresponding in structure to the following formulas: 
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if 



I ^ 




(257-1), (257.2), and 




(257-3). 

[4831 In some particularly preferred embodiments, R x is heterocycloalkylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, Q-Cs-alkyl, and Q-Ce-alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
5 halogen. 

[4841 hi some particularly preferred embodiments, R x is heterocycloalkylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, Q-Q-alkyl, and d-Ce-alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
10 halogen. In addition, the heterocycloalkyl of the heterocycloalkylalkyl has 5 ring 
members. One example of a particularly preferred compound is: 
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(260-1). 

[485] In some particularly preferred embodiments, R x is heterocycloalkylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, Ci-Q-alkyl, and Ci-C 6 -alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
halogen. In addition, the heterocycloalkyl of the heterocycloalkylalkyl has 6 ring 
members. Examples of particularly preferred compounds include the compounds 
corresponding in structure to the following formulas: 




(262-4), and 

(262-3), 
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1 XXo^CH, 
(262-5). 

[486) In some particularly preferred embodimeats, R x is heteroarylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, C-Q-alkyl, and Cl -C 6 -alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
5 halogen. 

[4871 In some particularly preferred embodiments, R x is heteroarylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, d-Q-alkyl, and C-CValkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
10 halogen. In addition, the heteroaryl of the heteroarylalkyl has 5 ring members. Examples 
of particularly preferred compounds include the compounds corresponding in structure to 
the following formulas: 



(264-2), 




HO. 




(264-3), (26/Ul 
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0 o v ,o 



(264-5), and (264-6), 
[488| In some particularly preferred embodiments, R x is heteroarylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, Ci-Ce-alkyl, and Ci-C6-alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
5 halogen. In addition, the heteroaryl of the heteroarylalkyl has 6 ring members. Examples 
of particularly preferred compounds include the compounds corresponding in structure to 
the following formulas: 



HO. X >C 



H 







(266-1), 



(266-2), 



0 o_p 




(266-3), (266-4), and 



(266-5). 
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[489] In some particularly preferred embodiments, R x is heteroarylalkyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, cyano, hydroxy, oxo, Cl -C 6 -alkyl, and Cl -C 6 -alkoxy. Each optional 
alkyl or alkoxy is, in turn, optionally substituted with one or more independently selected 
halogen. In addition, the heteroaryl of the heteroarylalkyl has 9 to 10 ring members. 
Examples of particularly preferred compounds include the compounds corresponding in 
structure to the following formulas: 

o 0 




;H 3 and 




(268-1) 



(268-2) 



Preferred Embodiment No. 3-P 
10 [490] In some preferred embodiments, the compound corresponds in structure to 

one of the following formulas: 




(269-2). 



(269-1) 
In these embodiments: 

[491] R* is alkyl, alkenyl, alkynyl, RC-oxyalkyl, alkylsulfonyl, RaRa-aminoalkyl, 
catbocyclyl, cycloalkylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
15 heterocyclylsulfonyl. Each such substituent (if substitutable) is, in turn, optionally 

substituted with one or more substituents independently selected from the group consisting 
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of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 

with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino nitrogen is substituted by up to 2 independently selected alkyl. 

[492] R c is hydrogen, alkenyl, alkynyl, alkoxyalkyl, bisalkoxyalkyl, 
alkylthioalkyl, alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonylalkyl, heterocyclyl, 
heterocyclylalkyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylthioalkyl, 
heterocyclylsulfoxidoalkyl, heterocyclylsulfonylalkyl, aminoalkyl, or 
alkoxyalkylaminoalkyl. Each such substituent (if substitutable) is, in turn, optionally 
substituted: 

on any substitutable carbon with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, 
sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

on any substitutable nitrogen with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 

i 

Particularly Preferred Embodiments of Embodiment No. 3-P 
[493) In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[494] In some particularly preferred embodiments, E 2 is a bond. 
[495] In some particularly preferred embodiments, E 2 is -0-. 
[496] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 
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9 O. .0 




2 W 3 



(270-1). 

[4971 One example of a particularly preferred compound is: 
0 o. 



HO. 




(271-1). 

[498] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




,2 ^3 



(272-1). 

i 

10 [4991 In some particularly preferred embodiments, R x is alkyl, alkynyl, 

aininoalkyl, cycloalkyl, aryl, or cycloalkylalkyl. Each such substituent optionally is 
substituted with one or more independently selected halogen. In addition, the nitrogen of 
the aminoalkyl optionally is substituted by up to 2 independently selected alkyl. 

15001 In someparticularly preferred embodiments, R x is aryl. One example of a 

1 5 particularly preferred compound is: 
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6 



(275-1). 

[501] In some particularly preferred embodiments, R x is haloalkyl, alkynyl, 
aminoalkyl, cycloalkyl, or cycloalkylalkyl. The nitrogen of the aminoalkyl optionally is 
5 substituted by 2 independently selected alkyl. Examples of particularly preferred 
compounds include the compounds corresponding in structure to one of the following 
formulas: 



HO 

(277-1), (277-2), 

Hi k ^^^cr v -ch 3 








(277-3), (277-4), 



(277-6), 



151 



BNSDOCID: <WO 03091 247A2_L> 



WO 03/091247 



PCTAJS03/13123 



(277-8), and 



V 



(277-7), 




(277-9). 



Preferred Embodiment No. 3-Q 
[502] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 



HO 



or 




(278-1) (278-2); 

5 In these embodiments: 

[503] E 3 is haloalkyl. 

[504] R* is alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, 
Ra R a.aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsuifonyl,heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substitaent is, in turn, optionally 
10 substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, 
alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 
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the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino nitrogen is substituted by up to 2 independently selected alkyl. 

5 

Particularly Preferred Embodiments of Embodiment No. 3-Q 
[505J In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[506] In some particularly preferred embodiments, E 2 is a bond. 
1 0 [507] In some particularly preferred embodiments, E 2 is -0-. 

[508] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




(278-2). 

1 5 [509] Examples of particularly preferred compounds include the compounds 

corresponding in structure to one of the following formulas: 

9 Ql 

HO>, 




(279-1) (279-2). 



Preferred Embodiment No. 3-R 
[510] In some preferred embodiments, the compound corresponds in structure to 
20 one of the following formulas: 
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HO 



11 f 




z3 iT^^ 




(280-1) 



(280-2). 



Here, R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, 
R a R a-aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 



turn, optionally substituted with one or more 



substituents independently selected from the 



5 group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, mtroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 

1 o halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 

Particularly Preferred Embodiments of Embodiment No. 3-R 
[511] In some particularly preferred embodiments, the compound corresponds in 
1 5 structure to the following formula: 



HO 




(281-1). 

1512] In some particularly preferred embodiments, Z\ Z 2 , Z 3 , and Z 4 are 
hydrogen. 
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[513] An example of a particularly preferred compound is: 




(282-1). 



Preferred Embodimeitt No. 3-S 
[514] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 




(280-4). 

(280-3) 



Here, R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, 

R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
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Particularly Preferred Embodiments of Embodiment No. 3-S 
,515] In someparticularly preferred embodiments, the compound corresponds in 
structure to the following formula: 



9 o. ,o 




(281-2). 



15161 



In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 



hydrogen. 

1517] One example of a particularly preferred compound is: 

U V 



10 




>CH 3 
(282-2). 



Preferred Embodiment No. 3-T 
[518] In some preferred embodiments, the compound corresponds in structure to 



one of the following formulas: 





HO^ 




OX- 



or 




(280-5) 



(280-6). 



15 Here, R* is alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, 

RaRa-aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
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heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
5 substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 



10 



Particularly Preferred Embodiments of Embodiment No. 3-T 
[519] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




15 (281-3). 

[520] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[521] One example of a particularly preferred compound is: 




20 (282-3). 
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Preferred Embodiment No. 3-U 
1522] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 




HO 




(280-8). 



3 J\^\/ V ^ CH3 or 
(280-7) 

Here, R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, 
5 RaRa-aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
10 substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently selected alkyl. 



15 



Particularly Preferred Embodiments of Embodiment No. 3-U 
15231 In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




20 



(281-4). 
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[524] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[525] One example of a particularly preferred compound is: 




Preferred Embodiment No. 3- V 
[526] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 

HO X%° , 9 ° ' Q 



H Z 




3 or 




( 280 ~ 9 > (280-10). 

10 Here, R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, 

R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 

15 oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 
20 the amino optionally is substituted by up to 2 independently selected alkyl. 
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Particularly Preferred Embodiments of Embodiment No. 3-V 
[5271 In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




(281-5). 



[5281 In some particularly preferred embodiments, Z , Z , Z , and Z are 
hydrogen. 

15291 One example of a particularly preferred compound is: 

° 9wO 




CH 3 



10 



(282-4). 



Preferred Embodiment No. 3-W 
[530] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 



HO. 




3 or 




(280-11) ( 280 - 12 >- 
15 Here, R* is alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, 

RaRa-aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
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heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 

Particularly Preferred Embodiments of Embodiment No. 3-W 
[531] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 



HO. 




l 3 



(281-6). 

[532] In some particularly preferred embodiments; Z 1 , Z 2 , Z 3 , and Z 4 are 



hydrogen. 



[533] One example of a particularly preferred compound is: 




(286-1). 



161 



03091 247A2_L> 



WO 03/091247 



PCT/US03/13123 



Preferred Embodiment No. 3-X 
[534] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 



P. o.o 



HO 




HO. 



or 




(280-14). 

Here, R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, 
5 RaRa-aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
10 substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 



15 



Particularly Preferred Embodiments of Embodiment No. 3-X 
[5351 hi some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




20 



(281-7). 
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[5361 In some particularly preferred embodiments, Z\ Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[537] One example of a particularly preferred compound is: 




(282-5). 



Preferred Embodiment No. 3-Y 
[538] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 




(280-15) (280-16). 



Here, R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, 

R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
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Particularly Preferred Embodiments of Embodiment No. 3-Y 
[539] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 




(281-8). 

1540] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[541] One example of a particularly preferred compound is: 

<>wO 



HO 



H 




10 



(282-6). 



Preferred Embodiment No. 3-Z 
(542] In some prefeired embodiments, the compound corresponds in structure to 
one of the following formulas: 



HO. 



H 




3 or 




(280-17) 



(280-18). 



1 5 Here, R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxya!kyl, alkylsulfonyl, 

RaRa-aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 



164 



BNSDOCID: <W O 0 3091247A2 I > 



WO 03/091247 



PCT/US03/13123 



heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 



[543] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 



Particularly Preferred Embodiments of Embodiment No. 3-Z 



HO. 



H 




(281-9). 

[544] In some particularly preferred embodiments, Z\Z 2 , Z 3 , and Z 4 are 



hydrogen. 



[545] One example of a particularly preferred compound is: 




(282-7). 
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Preferred Embodiment No. 3-AA 
[546] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 




(280-19) (280-20). 



Here, R x is alkyl, alkenyl, alkynyL aDcoxyalkyl, R a -oxyalkyl, alkylsulfonyl, 
5 RaRa-aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
10 substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently selected alkyl. 

15 

Particularly Preferred Embodiments of Embodiment No. 3-AA 
[547] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 
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[548] In some particularly preferred embodiments, Z\ Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[549] One example of a particularly preferred compound is: 




(284-1). 



Preferred Embodiment No. 3-BB 
[550] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 




(280-21) (280-22). 
Here, R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, 
R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
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Particularly Preferred Embodiments of Embodiment No. 3-BB 
[551] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 

! V 

R x 




(281-11). 



[552] In some particularly preferred embodiments, Z , Z , Z , and Z are 
hydrogen. 

[553] One example of a particularly preferred compound is: 



10 




Preferred Embodiment No. 3-CC 
[554] In some preferred embodiments, the compound corresponds in structure to 
one of the following formulas: 



HO. 




or 




(287-1) 
15 In these embodiments: 



(287-2). 



168 



. <WO 03091 247 A2J_> 



WO 03/091247 



PCT/US03/13123 



1555] R x is alkyl, alkenyl, alkynyl, alkoxyalkyl, Ra-oxyalkyl, alkylsulfonyl, 
R a R a -aminoalkyl, carbocyclyl, cycloalkylalkyl, carbocyclylsulfonyl, heterocyclyl, 
heterocyclylalkyl, or heterocyclylsulfonyl. Each such substituent (if substitutable) is, in 
turn, optionally substituted with one or more substituents independently selected from the 
5 group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional 
substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 
10 halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
[556] Each R a is independently selected from the group consisting of hydrogen, 
alkyl, alkenyl, alkynyl, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, alkylthioalkenyl, 
alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, carbocyclylalkyl, 
15 carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 

carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminoalkylsulfonyl, and 
20 alkoxyalkylaminoalkyl. Each such substituent optionally is substituted: 

on any substitutable carbon with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, 
sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

on any substitutable amino nitrogen with up to 2 substituents independently 
25 selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl. 

Particularly Preferred Embodiments of Embodiment No. 3-CC 
[557] In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
30 hydrogen. 

[558] One example of a particularly preferred compound is: 
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I V 



(288-1). 

Preferred Embodiment No. 3-DD 
5 [559] In some preferred embodiments, the compounds correspond in structure to 

Formula (289-1): 

9 Y 




(289-1). 

In these embodiments: 
10 [560] Al and A2, together with the carbon to which they are bonded, form 

heterocyclyl or carbocyclyl. The heterocyclyl and carbocyclyl optionally are substituted 
with up to 3 independently selected R* substituents. Alternatively, A* and A2 are 

independently selected as follows: 

A 1 is hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, 
15 carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, 

carbocyclyloxyalkyl, carbocyclylaDcoxyalkyl, carbocyclylalkylthio, 
carbocyclylthioalkyl, carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, or 
20 heterocyclylalkylthioalkyl. Any member of such group optionally is substituted 

with up to 3 independently selected R x substituents. 
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A 2 is alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
5 heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 

heterocyclylalkylthio, heterocyclylthioalkyl, or heterocyclylalkylthioalkyl. Any 
member of such group optionally is substituted with up to 3 independently selected 
R x substituents. 

[561] E 2 is selected from the group consisting of: -0-, -C(0)-, -C(0)-0-, 
10 -O-C(O)-, -N(R a >, -C(0)-N(R a )- 3 -N(R a )-C(0>, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(0)-, 
-S(0) 2 -, ^N(R a )-S(0) 2 -, -S(0) 2 -N(R a K -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, and -C(NOH)-. 

[562] E 3 comprises greater than 3 carbon atoms." In addition, E 3 is alkyl, alkenyl, 
alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
1 5 heterocyclyl, or heterocyclylalkyl Each such substituent is, in turn, optionally substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino 
(optionally substituted with up to 2 substituents independently selected from the group 
consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
20 carbocyclylalkyl. Such optional substituents, in turn, optionally are substituted with one 
or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 
and amino. 

25 Particularly Preferred Embodiments of Embodiment No. 3-DD 

[563] In some particularly preferred embodiments, A 1 and A 2 are independently 
selected from the group consisting of alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 

30 carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 

heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylalkylthio, 
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heterocycly^^^ 

optionally is substituted with up to 3 independently selectedR* substituents. 

1564, In some particularly preferred embodiments, the compound corresponds r 
structure to the following formula: 



in 




(290-1). 

[5651 In some particularly preferred embodiments, A is -0-. 

15661 In some particularly preferred embodiments, A is -N(H)-. 

1567] In some particularly preferred embodiments, A is -N(R>. Here, R* is 

10 alkyl, alkenyUalk^^ 

carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from me group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
15 alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
20 15681 In some particularly preferred embodiments, A is -S-,-S(0>, or -S(0>2-. 

15691 msomeparticmarlypreferredembodiments,Z 1 ,Z 2 ,Z 3 ,andZ 4 are 

hydrogen. 

15701 In some particularly preferred embodiments, E is-O-. 
1571] In some particularly preferred embodiments, -E 2 -E 3 is alkoxy. 
25 1572] Examples of particularly preferred compounds include the compounds 

corresponding in structure to one of the following formulas: 
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HO 




and 




(292-2). 



Preferred Embodiment No. 3-EE 
[573J In some preferred embodiments, the compounds correspond in structure to 
Formula (293-1): 




10 



15 



20 



(293-1). 

In these embodiments: 

[574] A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl. The heterocyclyl and carbocyclyl optionally are substituted 
with up to 3 independently selected R x substituents. Alternatively, A 1 and A 2 are 
independently selected as follows: 

A 1 is hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylalkylthio, 
carbocyclylthioalkyl, carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, or 
heterocyclylalkylthioalkyl. Any member of such group optionally is substituted 
with up to 3 independently selected R x substituents. 

A 2 is selected from the group consisting of alkyl, alkoxyalkyl, 
alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, 
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carbocyclylalkynyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, 
carbocyclylalkylthio, carbocyclylthioafcyl, caxbocyclylalkyltbioalkyl, heterocyclyl, 
heterocyclylalkyUheterocyclylalkenyUe^ 

heterocyclylalkoxyalkyl, heterocyclylalkyltbio, heterocyclylthioalkyl, and 
heterocyclylalkylthioalkyl. Any member of such group optionally is substrtuted 
with up to 3 independently selected R x substituents. 
[5751 E> comprises at least 2 carbon atoms. In addition, E 3 is alkyl, alkenyl, 
all^yl.alkoxyalkyl.alkoxyalkoxyalky^ 

alkyltbioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylafcyl, 
heterocyclyl, or beterocyclylalkyl. Each such substituent is, in turn, optionally subsUtuted 
with one or more substituents independently selected from the group consrsung of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, immo, ammo 
(optionally substituted with up to 2 substituents independently selected from the group 
consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, alkylsulfonyl, 
I carbocyclyl, and carbocyclylalkyl. Such optional substituents, m turn, optxonally are 

substituted withoneor more substituents independently selected from the group consrstng 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, unmo, 

aminocarbonyl, and amino. 

15761 Each R a is independently selected from the group consisting of hydrogen, 

0 alkyl, alkenyl, alkynyl, alkoxya^ 

alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, beterocyclylalkyl, heterocyclyloxyalkyl, 

>5 heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 

heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminoalkylsulfonyl, *rd 
alkoxyallcylaminoalkyl. Each such substituent is, in turn, optionally substituted: 

on any substitutable carbon with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, 

30 sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
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on any substitutable amino nitrogen with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 
[577] As to Z\ Z 2 , Z 3 , and Z 4 : 

1 3 

5 Z andZ are independently selected from the group consisting of 

hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, 
nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. Any such substituent optionally 
is substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, 
10 thioxo, and imino; and 

Z 2 and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, 
nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. Here: 

the alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino 
15 optionally are substituted with one or more substituents independently 

selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

the alkyl and alkoxy comprise at least two carbons and/or are 
substituted with one or more substituents independently selected from the 
20 group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, 

nitroso, oxo, thioxo, and imino. 

Particularly Preferred Embodiments of Embodiment No. 3-EE 
[578] hi some particularly preferred embodiments, A 1 and A 2 are independently 
25 selected from the group consisting of alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylalkylthio, 
30 heterocyclylthioalkyl, and heterocyclylalkylthioalkyl. Any member of such group 
optionally is substituted with up to 3 independently selected R x substituents. 
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M some particularly preferred embodiments, the compound corresponds in 



15791 

structure to the following formula: 

o o o 



10 



15 




z 2 




(294-1). 

[5801 In some particularly preferred embodiments, A is -0-. 
[581] In some particularly preferred embodiments, A is -N(H)-. 
[5821 In some particularly preferred embodiments, A is -N(R>. Here, R* is 
alkyl, alkenyl, alkynyl, alkoxyalkyl, R^xyalkyl, alkylsulfonyl, Ra R a-aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 
with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 
[5831 In some particularly preferred embodiments, A is -S-, -S(0>, or -S(0)r- 
[5841 In some particularly preferred embodiments, E 3 is alkyl, alkenyl, alkynyl, 
20 alkoxyalkyl alkoxyalkoxyalkyl, aDcylthioalkyl, alkylthioalkylthioalkyl, 

alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, or heterocyclylalkyl. Each such substituent is, in turn, optionally substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino 
25 (optionally substituted with up to 2 substituents independently selected from the group 
consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
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carbocyclylalkyl. Such optional substituents, in turn, optionally are substituted with one 
or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 
and amino. 

[5851 In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

[586J hi some particularly preferred embodiments, -E 3 is alkyl. 
[587] One example of a particularly preferred compound is: 




10 (296-1). 

Preferred Embodiment No. 3-FF 
[5881 In some preferred embodiments, E 3 is perhaloalkyl and comprises at least 
two carbon atoms. 

15 

Particularly Preferred Embodiments of Embodiment No. 3-FF 
[5891 In some particularly preferred embodiments, 
[590J In some particularly preferred embodiments, Z 1 , Z 2 , Z 3 , and Z 4 are 
hydrogen. 

20 [591J In some particularly preferred embodiments, Y is nitrogen. 

[592] In some particularly preferred embodiments, Y is carbon bonded to 
hydrogen. 

[593] In some particularly preferred embodiments, E 2 is -O-. 
[594] In some particularly preferred embodiments, E 3 is perfluroalkyl. 
25 [595] One example of a particularly preferred compound is: 
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o oo 





(301-1). 



Preferred Embodiment No. 4 
1596] In some preferred embodiments, the compounds correspond in structure to 

Formula (302-1): 




H A 1 V 



(302-1). 

In these embodiments: 

L0 1597] E 2 is -C(OK -C(0)-0-, -C(0)-N(R a >, -S(0) 2 -, -S^-N^-, -C(NH)-, 

-C(NOH)-,orabond. 

l5 98i E Ms hydrogen, alkyl, alkenyl,al^ 
alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, 
aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, or heterocyclylalkyl. Each such 
15 substituent (if substitutable) optionally is substituted with one or more substituents 

independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally substituted with up to 2 
substituents independently selected from the group consisting of alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. Such 
20 optional substituents, in turn, optionally axe substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, and amino. 
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Particularly Preferred Embodiments of Embodiment No, 4 
[599] In some particularly preferred embodiments, the compound corresponds in 
structure to the following formula: 



[600] In some particularly preferred embodiments, A is -0-. 

[601] In some particularly preferred embodiments, A is -N(H)-. 

[602] In some particularly preferred embodiments, A is -N(R X >. Here, R x is 
alkyl, alkenyl, alkynyl, alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, 
carbocyclyl, carbocyclylalkyl, carbdcyclylsulfonyl, heterocyclyl, heterocyclylalkyl, or 
heterocyclylsulfonyl. Each such substituent (if substitutable) optionally is substituted with 
one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy. As to such optional substituents: 

the alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy optionally are substituted 

with one or more substituents independently selected from the group consisting of 

halogen and hydroxy; and 

the amino optionally is substituted by up to 2 independently selected alkyl. 

[603] In some particularly preferred embodiments, A is -S-, -S(O)-, or -S(0) 2 -. 

[604] In some particularly preferred embodiments, E 2 is a bond. 

[605] One example of a particularly preferred compound is: 




(303-1). 




(305-1). 
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Preferred Embodiment No. 5 
|606] In some preferred embodiments, the compounds correspond in structure to 
Formula (307-1): 



In these embodiments: 

[6071 E 1 is alkyl optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, amino, 
mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. 
The optional the alkyl, alkoxy, alkoxyalkyl, alkylthio, mono-alkylamino, and 
di-alkylamino substituents are, in turn, optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

16081 E 2 is -0-, -C(0>, -C(0>0-, -0-C(0)-, -N(R a )-, -C(0>N(R a )-, 
-N(R>C(0)-, -C(0)-N(R a >N(R a )-C(0)-, -S-, -S(0)-, -S(0) 2 -, -N(R*)-S(0)2-, 
-S^-NCR 2 )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, or -C(NOH)-. 

[609] E 3 is alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, 
alkylthioalkyl, alkyltMoalkylthioalkyl, alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, 
aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, orheterocyclylalkyl. Any 
substitutable member of such group optionally is substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally substituted with up to 2 
substituents independently selected from the group consisting of alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. Such 
optional substituents, in turn, optionally are substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, and amino. 




(307-1). 



BNSDOCID: <WO 03091247A2_I_> 



WO 03/091247 PCT/US03/13123 



Particularly Preferred Embodiments of Embodiment No. 5 
[610] In some particularly preferred embodiments, Y is nitrogen. 
[611] In some particularly preferred embodiments, Y is carbon bonded to 
5 hydrogen. 

[612] In some particularly preferred embodiments, E 1 is alkyl. 

[613] In some particularly preferred embodiments, E 1 is methyl. 

[614] In some particularly preferred embodiments, E 2 is -O. 

[615] In some particularly preferred embodiments, E 3 is alkyl or 
1 0 carbocyclylalkyl. The alkyl and carbocyclylalkyl optionally are substituted with one or 
more substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino, alkyl, alkoxy, 
alkylthio, carbocyclyl, and carbocyclylalkyl. The optional alkyl, alkoxy, alkylthio, 
carbocyclyl, and carbocyclylalkyl substituents are, in turn, optionally substituted with one 
15 or more substituents independently selected from the group consisting of halogen, 

hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 
and amino. 

[616] In some particularly preferred embodiments, E 3 is alkyl partially substituted 
with halogen. Examples of such compounds include those corresponding in structure to 
20 one of the following formulas: 




Slpj^^ HO 



and 



CF, F "T+-F 



(319-1) 



* CF 3 

(319-2). 

In some particularly preferred embodiments, E 3 is alkyl comprising a carbon 
bonded to at least one hydrogen and at least one halogen. Examples of such compounds 
include those corresponding in structure to one of the following formulas: 
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f 4x f 311(1 / i * 

F V F ^F 

(323-1) F F F 

(323-2). 

In some particularly preferred embodiments, E 3 is phenylalkyl. Here, the 
phenylalkyl optionally is substituted with one or more substituents independently selected 
from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, amino, alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. 
The optional the alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl substituents 
are, in turn, optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, imino, aminocarbonyl, and amino. Examples of such compounds include 
those corresponding in structure to one of the following formulas: 

° Qo 



HO. 



V ° 





(325-2), and 



(325-1), 

Q Qo 




(325-3). 
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Preferred Embodiment No. 6 
[617] In some preferred embodiments, the compounds correspond in structure to 
Formula (339-1): 




(339-1). 

In these embodiments, E 3 is alkenyl or alkynyl. The alkenyl and alkynyl optionally are 
substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino 

1 0 (optionally substituted with up to 2 substituents independently selected from the group 
consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
carbocyclylalkyl. Such optional substituents, in turn, optionally are substituted with one 
or more substituents independently selected from the group consisting of halogen, 
hydroxy^ cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 

15 and amino. 

Particularly Preferred Embodiments of Embodiment No. 6 
[618J hi some particularly preferred embodiments, Y is nitrogen. 
[619] In some particularly preferred embodiments, Y is carbon bonded to 
20 hydrogen. 

[620] In some particularly preferred embodiments, E 3 is alkenyl. Examples of 
such compounds include those corresponding in structure to one of the following 
formulas: 
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O OO 



£H 3 



HO 




(341-1), 



(341-2), and 



9 po 

HO... A. J5- N 





(341-3). 



Preferred Embodiment No. 7 
[621] In some preferred embodiments, the compounds correspond in structure to 
Formula (342-1): 

O Q O 



H A lX A 2 




E^E^E 3 

(342-1). 

In these embodiments: 

-E'-E 2 is -0-, -C(0>, -C(0>0-, -0-C(0)-, -N(R a >, -C(0)-N(R a )-, -N(R a )-C(0)-, 
-qOWWW)-, -S-, -S(O)-, -S(0) 2 -, -N(R a >S(0) 2 -, -S(0) 2 -N(R a )-, 

10 -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, or alkyl. The alkyl optionally substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkyltbio. The optional alkyl, alkoxy, alkoxyalkyl, alkylthio, 
mono-alkylamino, and di-alkylamino substituents are, in turn, optionally substituted with 

1 5 one or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

E 3 comprises at least 5 carbon atoms and is alkyl, alkenyl, alkynyl, alkoxyalkyl, 
alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
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15 



20 



alkoxyalkylthioalkyl, or aminoalkyl. Any member of such group optionally is substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino 
(which is optionally substituted with up to 2 substituents independently selected from the 
group consisting of alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
carbocyclylalkyl. Such optional substituents are, in turn, optionally substituted with one 
or more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, 
and amino 

Particularly Preferred Embodiments of Embodiment No. 7 
[622] In some particularly preferred embodiments, Y is nitrogen. 
[623] In some particularly preferred embodiments, Y is carbon bonded to 
hydrogen. 

[624] In some particularly preferred embodiments, E 3 is C6-Ci2-alkyl. 
[625] In some particularly preferred embodiments, -E'-E 2 is alkyl. 
[626] In some particularly preferred embodiments, -E l -E 2 is methyl. One 
example of a particularly preferred compound is: 




(346-1). 

[627] In some particularly preferred embodiments, E ! -E 2 is -0-. One example of 
a particularly preferred compound is: 

9 Q ,o _ /CH 3 



HO 




(352-1). 



25 
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Preferred Embodiment No. 8 
1628] In some preferred embodiments, the compounds correspond in structure to 

Formula (360-1): 

V * 

^ /Y ^E 1 -E 2 -E 3 (360-1). 

5 In these embodiments: 

[6291 ^is-E^-E 18 . 

[630] E 1A is -0-, -C(0>, -C(0)-0-, -0-C(0)-, -N(R a )-, -C(0)-N(R a )-, 
-N^OK -C(0)-N(R>N(tt>C(0>, -S-, -S(0)-, -S(0) 2 -, -N(R a )-S(0)2-, 
-S(0) 2 -N(R a )-, -0-S(0)2-, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, or a bond. 
10 [631] E 1B is heterocylcylalkyl optionally substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, amino, 
mono-alkylarnino, m-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. 
Any member of such group optionally is substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
1 5 thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

[6321 E 2 is -O, -C(0>, -C(0)-0-, -O-C(O)-, -N(R a >, -C(0)-N(R a )-, 
-N^-CXO)-, -C(0)-N(R>N(R a )-C(0)-, -S-, -S(O)-, -S(0) 2 -, -N(R a )-S(0) 2 -, 
-S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)- } -C(NOH)-, or a bond. 
[633] E 3 is halogen, cyano, alkyl, alkenyl, alkynyl, alkoxyalkyl, 
20 alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, or 
heterocyclylalkyl. Any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, cyano, 
carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, hydroxyimino, amino (optionally 
25 substituted with up to two substituents independently selected from alkyl and 

carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl. And any 
such optional substituent is,in turn, optionally substituted with one or more substituents 



186 



BNSDOCID: <WO 03091 247A2_L> 



WO 03/091247 



PCT/US03/13123 



independently selected from the group consisting of halogen, hydroxy, cyano, carboxy, 
thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, aminocarbonyl, and amino. 



[635] In some particularly preferred embodiments, Y is carbon bonded to 
hydrogen. 

[636] In some particularly preferred embodiments, the compound corresponds in 
structure to Formula (361-1): 



[637] In some particularly preferred embodiments, E 1 is pyrazinyl-C 2 -C6-alkyl, 
pyrimidyl-C 2 -C 6 -alkyl, pyridazinyl-C 2 -C6-alkyl, furanyl-C 2 -C6-alkyl, thienyl-C 2 -C6-alkyl, 
pyrrolyl-C 2 -C 6 -alkyl, imidazolyl-C 2 -C 6 -alkyl, pyrazolyl-C 2 -C6-alkyl, triazolyl-C 2 -C6-alkyl, 
oxazolyl-C 2 -C 6 -alkyl, isoxazolyl-C 2 -C 6 -alkyl, thiazolyl-C 2 -C6-alkyl, isothiazolyl-C 2 -C6- 

15 alkyl, thiodiazolyl-C 2 -C6-alkyl, oxathiazolyl-C 2 -C6-alkyl, oxadiazolyl-C 2 -C6-alkyl, 

oxathiolyl-C 2 -C 6 -alkyl, pyranyl-C 2 -C 6 -alkyl, pyridinyl-C 2 -C6-alkyl, triazinyl-C 2 -C 6 -alkyl, 
tetrazolyl-C 2 -C 6 -alkyl, oxazinyl-C 2 -C6-alkyl, azepinyl-C 2 -C6-alkyl, diazepinyl-C 2 -C6- 
alkyl, pyrazinyl-Ci-Cs-alkoxy, pyrimidyl-Ci-C 5 -alkoxy, pyridazinyl-Ci-C 5 -alkoxy, 
furanyl-CrC 5 -alkoxy, thienyl-Ci-C 5 -alkoxy, pyrrolyl-Ci-C 5 -alkoxy, imidazolyl-Ci-C 5 - 

20 alkoxy, pyrazolyl-Ci-C 5 -alkoxy, triazolyl-C r C 5 -alkoxy, oxazolyl-Ci-C 5 -alkoxy, 

isoxazolyl-Ci-Cs-alkoxy, thiazolyl-Ci-C 5 -alkoxy, isothiazolyl-Ci-C 5 -alkoxy, thiodiazolyl- 
Ci-C 5 -alkoxy, oxathiazolyl-Ci-C 5 -alkoxy oxadiazolyl-Ci-C 5 -alkoxy, oxathiolyl-Ci-C 5 - 
alkoxy, pyranyl-Ci-Cs-alkoxy, pyridinyl-Ci-Cs-alkoxy triazinyl-Ci-Cs-alkoxy, tetrazolyl- 
Ci-C 5 -alkoxy, oxazinyl-Ci-C 5 -alkoxy, azepinyl-Ci-Cs-alkoxy, or diazepinyl-C i -C 5 -alkoxy . 

25 Each such substituent is optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, amino, 
mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio. 
Each such optional substuituent, in turn, is optionally substituted with one or more 



5 



Particularly Prefeired Embodiments of Embodiment No. 8 
[634] In some particularly preferred embodiments, Y is nitrogen. 
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substituents independently selected from the group consisting of halogen, hydroxy, cyano, 
carboxy, thiol, sulfo, nitro, nitroso, thioxo, and imino. 

[638] In some particularly preferred embodiments, E 1 is pyrazinyl-C3-C4-alkyl, 
pyrimidinyl-C3-C 4 -alkyl, pyridazinyl-C3-C4-alkyl, furanyl-C 3 -C4-alkyl, thienyl-C3-C 4 - 
5 alkyl, pyrrolyl-C3-C 4 -alkyl, imidazolyl-C3-C 4 -alkyl, pyrazolyl-C3-C 4 -alkyl, triazolyl-C 3 - 
C4*alkyl, oxazolyl-C3-C4-alkyl, isoxazolyl-C 3 -C4-alkyl, thiazolyl-C 3 -C 4 -alkyl, isothiazolyl- 
C 3 -C4-alkyl, thiodiazolyl-C3-C 4 -alkyl, oxathiazolyl-C 3 -C 4 -alkyl, oxadiazolyl-C3-C 4 -alkyl, 
oxathiolyl-C 3 -C 4 -alkyl, pyranyl-C3-C 4 -alkyl, pyridinyl-C 3 -C 4 -alkyl, triazmyl-C 3 «C 4 -alkyl, 
tetrazolyl~C3-C 4 -alkyl, oxazinyl-C3-C 4 -alkyl, azepinyl-C 3 -C 4 -alkyl, diazepinyl-C3-C 4 - 

1 0 alkyl, pyrazinyl-C 2 -C3-alkoxy, pyrimidinyl-C2-C 3 -alkoxy, pyridazinyl-C2-C 3 -alkoxy, 
fiiranyl-C2-C3-alkoxy, thienyl-C2-C3-alkoxy pyrrolyl-C2-C 3 -alkoxy, imidazolyl-C 2 -C3- 
alkoxy, pyrazolyl-C 2 -C3-alkoxy, triazolyl-C 2 -C 3 -alkoxy, oxazolyl-C2-C 3 -alkoxy, 
isoxazolyl-C2-C3-alkoxy, thiazolyl-C2-C 3 -alkoxy, isothiazolyl-C 2 -C3-alkoxy, thiodiazolyl- 
C2-C3-alkoxy, oxathiazolyl-C2-C3-alkoxy, oxadiazolyl-C2-C3-alkoxy, oxathiolyl-C2-C3- 

1 5 alkoxy, pyranyl-C 2 -C3-alkoxy, pyridinyl-C2-C 3 -alkoxy, triazinyl-C2-C3-alkoxy, tetrazolyl- 
C2-C3-alkoxy, oxazinyl-C2~C 3 -alkoxy, azepinyl-C2-C 3 -alkoxy, or diazepinyl-C2-C3-alkoxy. 

[639] In some particularly preferred embodiments, E 1 is oxadiazolyl-C3-C 4 -alkyl, 
tetrazolyl-C 3 -C 4 -alkyl, oxadiazolyl-C2-C3-alkoxy, or tetrazolyl-C2-C 3 -alkoxy. 
[6401 hi some particularly preferred embodiments, E 2 is a bond. 

20 [641] Examples of particularly preferred compounds include the following: 




(367-1) (367-2). 



[642] Other particularly preferred compounds include the following: 




CFa (368-1). 
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A-2. Preferred Selectivities 
[643] The hydroxamic acid compound or salt preferably has an inhibitory activity 
against MMP-1 or MMP-14 that is substantially less than its inhibitory activity against 
MMP-2, MMP-9, or MMP-13. In other words, the hydroxamic acid compound or salt 
5 preferably has an in inhibition constant (Kj) against at least one of MMP-2, MMP-9, and 
MMP-13 that is no greater than about 0.1 times its inhibition constants) against at least 
one of MMP-1 and MMP-14. The inhibition constant of a compound or salt thereof may 
be determined using an in vitro inhibition assay, such as the Ki assay described below in 
Examples 28-54. 

1 0 1644] In some particularly preferred embodiments, the hydroxamic acid 

compound or salt preferably has a Kj against MMP-2 that is no greater than about 0.1 
(more preferably no greater than about 0.01, even more preferably no greater than about 
0.001, still more preferably no greater than about 0.0001, and still even more preferably no 
greater than about 0.00001) times its Kj(s) against one or both of MMP-1 and MMP-14. 

1 5 [6451 In some particularly preferred embodiments, the hydroxamic acid 

compound or salt preferably has a Kj against MMP-9 that is no greater than about 0.1 
(more preferably no greater than about 0.01, even more preferably no greater than about 
0.001, still more preferably no greater than about 0.0001, and still even more preferably no 
greater than about 0.00001) times its Kj(s) against one or both of MMP-1 and MMP-14. 

20 It is believed that such a selectivity profile is often particularly preferred when treating, for 
example, a pathological condition of the central nervous system associated with nitrosative 
or oxidative stress. Such a pathological condition may be, for example, cerebral ischemia, 
stroke, or other neurodegenerative disease. 

[6461 hi some particularly preferred embodiments, the hydroxamic acid 

25 compound or salt preferably has a Kj against MMP-13 that is no greater than about 0. 1 
(more preferably no greater than about 0.01, even more preferably no greater than about 
0.001, still more preferably no greater than about 0.0001, and still even more preferably no 
greater than about 0.00001) times its Kj(s) against one or both of MMP-1 and MMP-14. It 
is believed that such a selectivity profile is often particularly preferred when treating, for 

30 example, a cardiovascular condition or arthritis. 

[6471 h^ some particularly preferred embodiments, the hydroxamic acid 
compound or salt preferably has Kj's against both MMP-2 and MMP-9 that are no greater 
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than about 0. 1 (more preferably no greater than about 0.01, even more preferably no 
greater than about 0.001, still more preferably no greater than about 0.0001, and still even 
more preferably no greater than about 0.00001) times its Ki(s) against one or both of 
MMP-1 and MMP-14. It is believed that such a selectivity profile is often particularly 
5 preferred when treating, for example, cancer, a cardiovascular condition, or an 
ophthalmologic condition. 

|648] In some particularly preferred embodiments, the hydroxamic acid 
compound or salt preferably has Ki's against all of MMP-2, MMP-9, and MMP-1 3 that are 
no greater than about 0.1 (more preferably no greater than about 0.01, even more 

1 0 preferably no greater than about 0.001 , still more preferably no greater than about 0.0001 , 
and still even more preferably no greater than about 0.00001) times its Kj(s) against one or 
both of MMP-1 and MMP-14. It is believed that such a selectivity profile is often 
particularly preferred when treating, for example, cancer, a cardiovascular condition, 
arthritis, or an ophthalmologic condition. 

1 5 [649J In some particularly preferred embodiments, the hydroxamic acid 

compound or salt preferably has a Ki against MMP-2 that is no greater than about 0.1 
(more preferably no greater than about 0.01, even more preferably no greater than about 
0.001, still more preferably no greater than about 0.0001, and still even more preferably no 
greater than about 0.00001) times its Ki's against both MMP-1 and MMP-14. 

20 [650] In some particularly preferred embodiments, the hydroxamic acid 

compound or salt preferably has a Ki against MMP-9 that is no greater than about 0.1 
(more preferably no greater than about 0.01, even more preferably no greater than about 
0.001, still more preferably no greater than about 0.0001, and still even more preferably no 
greater than about 0.00001) times its Ki's against both MMP-1 and MMP-14. It is 

25 believed that such a selectivity profile is often particularly preferred when treating, for 

example, a pathological condition of the central nervous system associated with nitrosative 
or oxidative stress. Such a pathological condition may be, for example, cerebral ischemia, 
stroke, or other neurodegenerative disease. 

[651} In some particularly preferred embodiments, the hydroxamic acid 

30 compound or salt preferably has a K, against MMP-1 3 that is no greater than about 0.1 
(more preferably no greater than about 0.01, even more preferably no greater than about 
0.001, still more preferably no greater than about 0.0001, and still even more preferably no 
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greater than about 0.00001) times its Kj's against both MMP-1 and MMP-14. It is 
believed that such a selectivity profile is often particularly preferred when treating, for 
example, a cardiovascular condition or arthritis. 

[6521 In some particularly preferred embodiments, the hydroxamic acid 

5 compound or salt preferably has Kj's against both MMP-2 and MMP-9 that are no greater 
than about 0.1 (more preferably no greater than about 0.01, even more preferably no 
greater than about 0.001, still more preferably no greater than about 0.0001, and still even 
more preferably no greater than about 0.00001) times its Kj's against both of MMP-1 and 
MMP-14. It is believed that such a selectivity profile is often particularly preferred when 

10 treating, for example, cancer, a cardiovascular condition, or an ophthalmologic condition. 
[653] In some particularly preferred embodiments, the hydroxamic acid 
compound or salt preferably has Ki's against all of MMP-2, MMP-9, and MMP-3 that are 
no greater than about 0.1 (more preferably no greater than about 0.01, even more 
preferably no greater than about 0.001, still more preferably no greater than about 0.0001, 

1 5 and still even more preferably no greater than about 0.00001) times its Ki's against both of 
MMP-1 and MMP-14. It is believed that such a selectivity profile is often particularly 
preferred when treating, for example, cancer, a cardiovascular condition, arthritis, or an 
ophthalmologic condition. 

[654] The activity and selectivity of a hydroxamic acid compound or salt may 

20 alternatively be determined using an in vitro IC50 assay, such as the IC50 assay described 
below in Examples 28-54. In that instance, the hydroxamic acid compound or salt 
preferably has an IC50 value against at least one of MMP-2, MMP-9, and MMP-1 3 that is 
no greater than about 0.1 times its IC50 value(s) against at least one of MMP-1 and MMP- 
14. 

25 [655] In some particularly preferred embodiments, the hydroxamic acid 

compound or salt preferably has an IC50 value against MMP-2 that is no greater than about 
0.1 (more preferably no greater than about 0.01, even more preferably no greater than 
about 0.001, still more preferably no greater than about 0.0001, and still even more 
preferably no greater than about 0.00001) times its IC50 value(s) against one or both of 
30 MMP-1 and MMP-14. 

[656] In some particularly preferred embodiments, the hydroxamic acid 
compound or salt preferably has an IC50 value against MMP-9 that is no greater than about 
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0.1 (more preferably no greater than about 0.01, even more preferably no greater than 
about 0.001, still more preferably no greater than about 0.0001, and still even more 
preferably no greater than about 0.00001) times its IC 5 o value(s) against one or both of 
MMP-1 and MMP-14. It is believed that such a selectivity profile is often particularly 
5 preferred when treating, for example, a pathological condition of the central nervous 

system associated with nitrosative or oxidative stress. Such a pathological condition may 
be, for example, cerebral ischemia, stroke, or other neurodegenerative disease. 

[657] In some particularly preferred embodiments, the hydroxamic acid 
compound or salt preferably has an IC50 value against MMP-13 that is no greater than 
10 about 0. 1 (more preferably no greater than about 0.01 , even more preferably no greater 
than about 0.001, still more preferably no greater than about 0.0001, and still even more 
preferably no greater than about 0.00001) times its IC50 value(s) against one or both of 
MMP-1 and MMP-14. It is believed that such a selectivity profile is often particularly 
preferred when treating, for example, a cardiovascular condition or arthritis. 
1 5 [658] In some particularly preferred embodiments, the hydroxamic acid 

compound or salt preferably has IC 50 values against both MMP-2 and MMP-9 that are no 
greater than about 0.1 (more preferably no greater than about 0.01, even more preferably 
no greater than about 0.001, still more preferably no greater than about 0.0001, and still 
even more preferably no greater than about 0.00001) times its IC50 value(s) against one or 
20 both of MMP-1 and MMP-14. It is believed that such a selectivity profile is often 

particularly preferred when treating, for example, cancer, a cardiovascular condition, or an 
ophthalmologic condition. 

[659] In some particularly preferred embodiments, the hydroxamic acid 
compound or salt preferably has IC 50 values against all of MMP-2, MMP-9, and MMP-13 
25 that are no greater than about 0.1 (more preferably no greater than about 0.01, even more 
preferably no greater than about 0.001, still more preferably no greater than about 0.0001, 
and still even more preferably no greater than about 0.00001) times its IC50 value(s) 
against one or both of MMP-1 and MMP-14. It is believed that such a selectivity profile is 
often particularly preferred when treating, for example, cancer, a cardiovascular condition, 
30 arthritis, or an ophthalmologic condition. 

[660] In some particularly preferred embodiments, the hydroxamic acid 
compound or salt preferably has an IC50 value against MMP-2 that is no greater than about 
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0.1 (more preferably no greater than about 0.01, even more preferably no greater than 
about 0.001, still more preferably no greater than about 0.0001, and still even more 
preferably no greater than about 0.00001) times its IC50 values against both MMP-1 and 
MMP-14. 

5 [6611 In some particularly preferred embodiments, the hydroxamic acid 

compound or salt preferably has an IC50 value against MMP-9 that is no greater than about 
0.1 (more preferably no greater than about 0.01, even more preferably no greater than 
about 0.001, still more preferably no greater than about 0.0001, and still even more 
preferably no greater than about 0.00001) times its IC 50 values against both MMP-1 and 

10 MMP-14. It is believed that such a selectivity profile is often particularly preferred when 
treating, for example, a pathological condition of the central nervous system associated 
with nitrosative or oxidative stress. Such a pathological condition may be, for example, 
cerebral ischemia, stroke, or other neurodegenerative disease. 

[662] In some particularly preferred embodiments, the hydroxamic acid 

15 compound or salt preferably has an IC50 value against MMP-13 that is no greater than 
about 0.1 (more preferably no greater than about 0.01, even more preferably no greater 
than about 0.001, still more preferably no greater than about 0.0001, and still even more 
preferably no greater than about 0.00001) times its IC50 values against both MMP-1 and 
MMP-14. It is believed that such a selectivity profile is often particularly preferred when 

20 treating, for example, a cardiovascular condition or arthritis. 

[663] In some particularly preferred embodiments, the hydroxamic acid 
compound or salt preferably has IC50 values against both MMP-2 and MMP-9 that are no 
greater than about 0.1 (more preferably no greater than about 0.01, even more preferably 
no greater than about 0.001, still more preferably no greater than about 0.0001, and still 

25 even more preferably no greater than about 0.00001) times its IC 50 values against both of 
MMP-1 and MMP-14. It is believed that such a selectivity profile is often particularly 
preferred when treating, for example, cancer, a cardiovascular condition, or an 
ophthalmologic condition. 

[664] In some particularly preferred embodiments, the hydroxamic acid 

30 compound or salt preferably has IC50 values against all of MMP-2, MMP-9, and MMP-3 
that are no greater than about 0.1 (more preferably no greater than about 0.01, even more 
preferably no greater than about 0.001, still more preferably no greater than about 0.0001, 
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and still even more preferably no greater than about 0.00001) times its IC 5 o values against 
both of MMP-1 and MMP-14. It is believed that such a selectivity profile is often 
particularly preferred when treating, for example, cancer, a cardiovascular condition, 
arthritis, or an ophthalmologic condition. 

5 

B. Salts of the Compounds of this Invention 
[665J The compounds of this invention can be used in the form of salts derived 
from inorganic or organic acids. Depending on the particular compound, a salt of the 
compound may be advantageous due to one or more of the salt's physical properties, such 
10 as enhanced pharmaceutical stability in differing temperatures and humidities, or a 

desirable solubility in water or oil. In some instances, a salt of a compound also may be 
used as an aid in the isolation, purification, and/or resolution of the compound. 

[666] Where a salt is intended to be administered to a patient (as opposed to, for 
example, being used in an in vitro context), the salt preferably is pharmaceutical^ 
1 5 acceptable. Pharmaceutical^ acceptable salts include salts commonly used to form alkali 
metal salts and to form addition salts of free acids or free bases. In general, these salts 
typically may be prepared by conventional means with a compound of this invention by 
reacting, for example, the appropriate acid or base with the compound. 

[667] Pharmaceutically-acceptable acid addition salts of the compounds of this 
20 invention may be prepared from an inorganic or organic acid. Examples of suitable 
inorganic acids include hydrochloric, hydrobromic acid, hydroionic, nitric, carbonic, 
sulfuric, and phosphoric acid. Suitable organic acids generally include, for example, 
aliphatic, cycloaliphatic, aromatic, araliphatic, heterocyclyl, carboxyic, and sulfonic 
classes of organic acids. Specific examples of suitable organic acids include acetate, 
25 trifluoroacetate, formate, propionate, succinate, glycolate, gluconate, digluconate, lactate, 
malate, tartaric acid, citrate, ascorbate, glucuronate, maleate, fiimarate, pyruvate, aspartate, 
glutamate, benzoate, anthranilic acid, mesylate, stearate, salicylate, p-hydroxybenzoate, 
phenylacetate, mandelate, embonate (pamoate), methanesulfonate, ethanesulfonate, 
benzenesulfonate, pantothenate, toluenesulfonate, 2-hydroxyethanesulfonate, sufanilate, 
30 cyclohexylaminosulfonate, algenic acid, b-hydroxybutyric acid, galactarate, galacturonate, 
adipate, alginate, bisulfate, butyrate, camphorate, camphorsulfonate, 
cyclopentanepropionate, dodecylsulfate, glycoheptanoate, glycerophosphate, hemisulfate, 
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heptanoate, hexanoate, nicotinate, 2-naphthalesulfonate, oxalate, palmoate, pectinate, 
persulfate, 3-phenylpropionate, picrate, pivalate, thiocyanate, tosylate, and undecanoate. 

1668] Pharmaceutically-acceptable base addition salts of the compounds of this 
invention include, for example, metallic salts and organic salts. Preferred metallic salts 

5 include alkali metal (group la) salts, alkaline earth metal (group Ha) salts, and other 
physiological acceptable metal salts. Such salts may be made from aluminum, calcium, 
lithium, magnesium, potassium, sodium, and zinc. Preferred organic salts can be made 
from tertiary amines and quaternary amine salts, such as tromethamine, diethylamine, 
N,N'-dibenzylethylenediamine, chloroprocaine, choline, diethanolamine, ethylenediamine, 

1 0 meglumine (N-methylglucamine), and procaine. Basic nitrogen-containing groups can be 
quaternized with agents such as lower alkyl (Ci-C 6 ) halides (e.g., methyl, ethyl, propyl, 
and butyl chlorides, bromides, and iodides), dialkyl sulfates (e.g., dimethyl, diethyl, 
dibuytl, and diamyl sulfates), long chain halides (e.g., decyl, lauryl, myristyl, and stearyl 
chlorides, bromides, and iodides), aralkyl halides (e.g., benzyl and phenethyl bromides), 

15 and others. 

[669J Particularly preferred salts of the compounds of this invention include 
hydrochloric acid (HC1) salts and trifluoroacetate (CF 3 COOH or 'TFA") salts. 

C. Treating Conditions Using the Compounds and Salts of this Invention 
[670] One embodiment of this invention is directed to a process for treating a 
pathological condition associated with MMP activity in a mammal (e.g., a human, 
companion animal, farm animal, laboratory animal, zoo animal, or wild animal) having or 
disposed to having such a condition. Such a condition may be, for example, tissue 
destruction, a fibrotic disease, pathological matrix weakening, defective injury repair, a 
cardiovascular disease, a pulmonary disease, a kidney disease, a liver disease, an 
ophthalmologic disease, or a central nervous system disease. Specific examples of such 
conditions include osteoarthritis, rheumatoid arthritis, septic arthritis, tumor invasion, 
tumor metastasis, tumor angiogenesis, a decubitis ulcer, a gastric ulcer, a corneal ulcer, 
periodontal disease, liver cirrhosis, fibrotic lung disease, otosclerosis, atherosclerosis, 
multiple sclerosis, dilated cardiomyopathy, epidermal ulceration, epidermolysis bullosa, 
aortic aneurysm, weak injury repair, an adhesion, scarring, congestive heart failure, post 
myocardial infarction, coronaiy thrombosis, emphysema, proteinuria, bone disease, 
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chronic obstructive pulmonary diseases, Alzheimer's disease, and diseases of the central 
nervous system associated with nitrosative or oxidative stress (e.g., stroke, cerebral 
ischemia, and other neurodegenerative diseases). 

[671] In some particularly preferred embodiments, the condition comprises 
5 arthritis. 

1672] In some particularly preferred embodiments, the condition comprises tumor 
invasion, tumor metastasis, or tumor angiogenesis. 

[673] In some particularly preferred embodiments, the condition comprises 
periodontal disease. 

10 [674] In some particularly preferred embodiments, the condition comprises 

atherosclerosis. 

[675] In some particularly preferred embodiments, the condition comprises 
multiple sclerosis. 

[676] In some particularly preferred embodiments, the condition comprises 
1 5 dilated cardiomyopathy. 

[677] In some particularly preferred embodiments, the condition comprises post 
myocardial infarction. 

[678] In some particularly preferred embodiments, the condition comprises 
congestive heart failure. 
20 [679] In some particularly preferred embodiments, the condition comprises 

chronic obstructive pulmonary disease. 

[680] In some particularly preferred embodiments, the condition comprises a 
disease of the central nervous system associated with nitrosative or oxidative stress. Such 
a disease maybe, for example, stroke, cerebral ischemia, and other neurodegenerative 
25 diseases. 

[681] The condition may alternatively (or additionally) be associated with TNF-a 
convertase activity. Examples of such a condition include inflammation (e.g. 9 rheumatoid 
arthritis), autoimmune disease, graft rejection, multiple sclerosis, a fibrotic disease, cancer, 
an infectious disease (e.g., malaria, mycobacterial infection, meningitis, etc.), fever, 
30 psoriasis, a cardiovascular disease (e.g., post-ischemic reperfusion injury and congestive 
heart failure), a pulmonary disease, hemorrhage, coagulation, hyperoxic alveolar injury, 
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radiation damage, acute phase responses like those seen with infections and sepsis and 
during shock (e.g., septic shock, hemodynamic shock, etc.), cachexia, and anorexia. 

|682] The condition may alternatively (or additionally) be associated with 
aggrecanase activity. Examples of such a condition include inflammation diseases (e.g., 
5 osteoarthritis, rheumatoid arthritis, joint injury, reactive arthritis, acute pyrophosphate 
arthritis, and psoriatic arthritis) and cancer. 

[683 1 In this specification, the phrase "treating a condition" means ameliorating, 
suppressing, eradicating, preventing, reducing the risk of, or delaying the onset of the 
condition. The pathological condition may be (a) the result of pathological aggrecanase 

1 0 and/or MMP activity itself, and/or (b) affected by aggrecanase and/or MMP activity (e.g., 
diseases associated with TNF-a). 

[684] A wide variety of methods may be used alone or in combination to 
administer the hydroxamic acids and salt thereof described above. For example, the 
hydroxamic acids or salts thereof may be administered orally, parenterally, by inhalation 

1 5 spray, rectally, or topically. 

[685] Typically, a compound (or phannaceutically acceptable salt thereof) 
described in this patent is administered in an amount effective to inhibit a target MMP(s). 
The target MMP is/are typically MMP-2, MMP-9, and/or MMP-13, with MMP-13 often 
being a particularly preferred target. The preferred total daily dose of the hydroxamic acid 

20 or salt thereof (administered in single or divided doses) is typically from about 0.001 to 
about 100 mg/kg, more preferably from about 0.001 to about 30 mg/kg, and even more 
preferably from about 0.01 to about 10 mg/kg (z.e., mg hydroxamic acid or salt thereof per 
kg body weight). Dosage unit compositions can contain such amounts or submultiples 
thereof to make up the daily dose. In many instances, the administration of the compound 

25 or salt will be repeated a plurality of times. Multiple doses per day typically may be used 
to increase the total daily dose, if desired. 

[686] Factors affecting the preferred dosage regimen include the type, age, 
weight, sex, diet, and condition of the patient; the severity of the pathological condition; 
the route of administration; pharmacological considerations, such as the activity, efficacy, 

30 pharmacokinetic, and toxicology profiles of the particular hydroxamic acid or salt thereof 
employed; whether a drug delivery system is utilized; and whether the hydroxamic acid or 
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salt thereof is administered as part of a drug combination. Thus, the dosage regimen 
actually employed can vary widely, and, therefore, can deviate from the preferred dosage 
regimen set forth above. 

5 D. Pharmaceutical Compositions Containing the Compounds and Salts of this Invention 
[687] This invention also is directed to pharmaceutical compositions comprising 
a hydroxamic acid or salt thereof described above, and to methods for making 
pharmaceutical compositions (or medicaments) comprising a hydroxamic acid or salt 
thereof described above. 
I o [688] The preferred composition depends on the method of administration, and 

typically comprises one or more conventional pharmaceutically acceptable carriers, 
adjuvants, and/or vehicles. Formulation of drags is generally discussed in, for example, 
Hoover, John E., Remington's Pharmaceutical Sciences (Mack Publishing Co., Easton, 
PA: 1975). See also, Liberman, H.A. See also, Lachman, L., eds., Pharmaceutical 
15 Dosage Forms (Marcel Decker, New York, N.Y., 1980). 

[6891 Solid dosage forms for oral administration include, for example, capsules, 
tablets, pills, powders, and granules. In such solid dosage forms, the hydroxamic acids or 
salts thereof are ordinarily combined with one or more adjuvants. If administered per os, 
the hydroxamic acids or salts thereof can be mixed with lactose, sucrose, starch powder, 
20 cellulose esters of alkanoic acids, cellulose alkyl esters, talc, stearic acid, magnesium 
stearate, magnesium oxide, sodium and calcium salts of phosphoric and sulfuric acids, 
gelatin, acacia gum, sodium alginate, polyvinylpyrroUdone, and/or polyvinyl alcohol, and 
then tableted or encapsulated for convenient administration. Such capsules or tablets can 
contain a controlled-release formulation, as can be provided in a dispersion of the 
25 hydroxamic acid or salt thereof in hydroxypropylmethyl cellulose. In the case of capsules, 
tablets, and pills, the dosage forms also can comprise buffering agents, such as sodium 
citrate, or magnesium or calcium carbonate or bicarbonate. Tablets and pills additionally 
can be prepared with enteric coatings. 

[690J Liquid dosage forms for oral administration include, for example, 
30 pharmaceutically acceptable emulsions, solutions, suspensions, syrups, and elixirs 

containing inert diluents commonly used in the art {e.g., water). Such compositions also 
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can comprise adjuvants, such as wetting, emulsifying, suspending, flavoring (e.g., 
sweetening), and/or perfuming agents. 

[691] "Parenteral administration" includes subcutaneous injections, intravenous 
injections, intramuscular injections, intrasternal injections, and infusion. Injectable 

5 preparations (e.g., sterile injectable aqueous or oleaginous suspensions) can be formulated 
according to the known art using suitable dispersing, wetting agents, and/or suspending 
agents. Acceptable vehicles and solvents include, for example, water, 1,3-butanediol, 
Ringer's solution, isotonic sodium chloride solution, bland fixed oils (e.g., synthetic mono- 
or diglycerides), fatty acids (e.g., oleic acid), dimethyl acetamide, surfactants (e.g., ionic 

1 0 and non-ionic detergents), and/or polyethylene glycols. 

[692] Formulations for parenteral administration may, for example, be prepared 
from sterile powders or granules having one or more of the carriers or diluents mentioned 
for use in the formulations for oral administration. The hydroxamic acids or salts thereof 
can be dissolved in water, polyethylene glycol, propylene glycol, ethanol, com oil, 

15 cottonseed oil, peanut oil, sesame oil, benzyl alcohol, sodium chloride, and/or various 
buffers. 

[693] Suppositories for rectal administration can be prepared by, for example, 
mixing the drug with a suitable nonirritating excipient that is solid at ordinary 
temperatures, but liquid at the rectal temperature and will therefore melt in the rectum to 
20 release the drug. Suitable excipients include, for example, such as cocoa butter; synthetic 
mono-, di-, or triglycerides; fatty acids; and/or polyethylene glycols 

[694] "Topical administration" includes the use of transdermal administration, 
such as transdermal patches or iontophoresis devices. 

[695] Other adjuvants and modes of administration well-known in the 
25 pharmaceutical art may also be used. 



E. Definitions 

[696] The term "alkyl" (alone or in combination with another term(s)) means a 
straight-or branched-chain saturated hydrocarbyl substituent typically containing from 1 to 
30 about 20 carbon atoms, more typically from 1 to about 8 carbon atoms, and even more 
typically from 1 to about 6 carbon atoms. Examples of such substituents include methyl, 
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ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl, pentyl, iso-amyl, hexyl, 
octyl, and the like. 

16971 The term "alkenyl" (alone or in combination with another term(s)) means a 
straight- or branched-chain hydrocarbyl substituent containing one or more double bonds 
5 and typically from 2 to about 20 carbon atoms, more typically from about 2 to about 8 
carbon atoms, and even more typically from about 2 to about 6 carbon atoms. Examples 
of such substituents include ethenyl (vinyl); 2-propenyl; 3-propenyl; 1,4-pentadienyl; 
1,4-butadienyl; 1-butenyl; 2-butenyl; 3-butenyl; decenyl; and the like. 

[698] The term "alkynyl" (alone or in combination with another term(s)) means a 
10 straight- or branched-chain hydrocarbyl substituent containing one or more triple bonds 
and typically from 2 to about 20 carbon atoms, more typically from about 2 to about 8 
carbon atoms, and even more typically from about 2 to about 6 carbon atoms. Examples 
of such substituents include ethynyl, 2-propynyl, 3-propynyl, decynyl, 1-butynyl, 
2-butynyl, 3-butynyl, and the like. 
1 5 [699] The term "carbocyclyl" (alone or in combination with another term(s)) 

means a saturated cyclic (z.e., "cycloalkyl"), partially saturated cyclic (ie. 9 
"cycloalkenyl"), or completely unsaturated (i.e., "aryl") hydrocarbyl substituent 
containing from 3 to 14 carbon ring atoms ("ring atoms" are the atoms bound together to 
form the ring or rings of a cyclic substituent). A carbocyclyl may be a single ring, which 
20 typically contains from 3 to 6 ring atoms. Examples of such single-ring carbocyclyls 
include cyclopropanyl, cyclobutanyl, cyclopentyl, cyclopentenyl, cyclopentadienyl, 
cyclohexyl, cyclohexenyl, cyclohexadienyl, and phenyl. A carbocyclyl alternatively may 
be 2 or 3 rings fused together, such as naphthalenyl, tetrahydronaphthalenyl (also known 
as "tetralinyl"), indenyl, isoindenyl, indanyl„bicyclodecanyl, anthracenyl, phenanthrene, 
25 benzonaphthenyl (also known as "phenalenyl"), fluoreneyl, decalinyl, and norpinanyl. 

[700] The term "cycloalkyl" (alone or in combination with another term(s)) 
means a saturated cyclic hydrocarbyl substituent containing from 3 to 14 carbon ring 
atoms. A cycloalkyl may be a single carbon ring, which typically contains from 3 to 6 
carbon ring atoms. Examples of single-ring cycloalkyls include cyclopropyl (or 
30 "cyclopropanyl"), cyclobutyl (or "cyclobutanyl"), cyclopentyl (or "cyclopentanyl"), and 
cyclohexyl (or "cyclohexanyl"). A cycloalkyl alternatively may be 2 or 3 carbon rings 
fused together, such as, decalinyl or norpinanyl. 
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[701] The term "aryl" (alone or in combination with another tenn(s)) means an 
aromatic carbocyclyl containing from 6 to 14 carbon ring atoms. Examples of aryls 
include phenyl, naphthalenyl, and indenyL 

[702] In some instances, the number of carbon atoms in a hydrocarbyl substituent 
(e.g., alkyl, alkenyl, alkynyl, or cycloalkyl) is indicated by the prefix "Cx-Cy-", wherein x 
is the minimum and y is the maximum number of carbon atoms in the substituent. Thus, 
for example, "Ci-C6-alkyl" refers to an alkyl substituent containing from 1 to 6 carbon 
atoms. Illustrating further, C 3 -C6-cycloalkyl means a saturated hydrocarbyl ring 
containing from 3 to 6 carbon ring atoms. 

[703] The term ''hydrogen" (alone or in combination with another term(s)) means 
a hydrogen radical, and may be depicted as -H. 

[704] The term "hydroxy" (alone or in combination with another term(s)) means 

-OH. 

[705] The term "nitro" (alone or in combination with another term(s)) means 

-N0 2 . 

[706] The term "cyano" (alone or in combination with another teim(s)) means 
-CN, which also may be depicted: 

N 

in 

C 

[707] The term "keto" (alone or in combination with another term(s)) means an 
20 oxo radical, and may be depicted as =0. 

[708] The term "carboxy" (alone or in combination with another term(s)) means 
-C(0)-OH, which also may be depicted as: 

O 




[709] The term "amino" (alone or in combination with another term(s)) means 
25 -NH 2 . The term "monosubstituted amino" (alone or in combination with another term(s)) 
means an amino substituent wherein one of the hydrogen radicals is replaced by a 
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non-hydrogen substituent The term "^substituted amino" (alone or in combination with 
another term(s)) means an amino substituent wherein both of the hydrogen atoms are 
replaced by non-hydrogen substituents, which may be identical or different. 

[710] The term "halogen" (alone or in combination with another term(s)) means a 
5 fluorine radical (which may be depicted as -F), chlorine radical (which may be depicted as 
-CI), bromine radical (which may be depicted as -Br), or iodine radical (which may be 
depicted as -1). Typically, a fluorine radical or chlorine radical is preferred, with a 
fluorine radical often being particularly preferred. 

[711] A substituent is "substitutable" if it comprises at least one carbon or 
10 nitrogen atom that is bonded to one or more hydrogen atoms. Thus, for example, 
hydrogen, halogen, and cyano do not fall within this definition. 

[7121 If a substituent is described as being "substituted", a non-hydrogen radical 
is in the place of a hydrogen radical on a carbon or nitrogen of the substituent. Thus, for 
example, a substituted alkyl substituent is an alkyl substituent wherein at least one non- 
15 hydrogen radical is in the place of a hydrogen radical on the alkyl substituent. To 

illustrate, monofluoroalkyl is alkyl substituted with a fluoro radical, and difluoroalkyl is 
alkyl substituted with two fluoro radicals. It should be recognized that if there are more 
than one substitutions on a substituent, each non-hydrogen radical may be identical or 
different (unless otherwise stated). 
20 [7131 If a substituent is described as being "optionally substituted", the 

substituent may be either (1) not substituted or (2) substituted. If a substituent is described 
as being optionally substituted with up to aparticular number of non-hydrogen radicals, 
that substituent may be either (1) not substituted; or (2) substituted by up to that particular 
number of non-hydrogen radicals or by up to the maximum number of substitutable 
25 positions on the substituent, whichever is less. Thus, for example, if a substituent is 

described as a heteroaryl optionally substituted with up to 3 non-hydrogen radicals, then 
any heteroaryl with less than 3 substitutable positions would be optionally substituted by 
up to only as many non-hydrogen radicals as the heteroaryl has substitutable positions. To 
illustrate, tetrazolyl (which has only one substitutable position) would be optionally 
30 substituted with up to one non-hydrogen radical. To illustrate further, if an amino nitrogen 
is described as being optionally substituted with up to 2 non-hydrogen radicals, then a 
primary amino nitrogen will be optionally substituted with up to 2 non-hydrogen radicals, 
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whereas a secondary amino nitrogen will be optionally substituted with up to only 1 non- 
hydrogen radical. Further illustrations of this definition may be found above at, for 
example, the sub-section entitled "General Description of Preferred A and A 
Substituents 

5 [714] This specification uses the terms "substituent" and "radical" 

interchangeably. 

[715] The prefix "halo" indicates that the substituent to which the prefix is 
attached is substituted with one or more independently selected halogen radicals. For 
example, haloalkyl means an alkyl substituent wherein at least one hydrogen radical is 

10 replaced with a halogen radical. Examples of haloalkyls include chloromethyl, 

1-bromoethyl, fluoromethyl, difluoromethyl, trifluoromethyl, 1,1,1-trifluoroethyl, and the 
like. Illustrating further, "haloalkoxy" means an alkoxy substituent wherein at least one 
hydrogen radical is replaced by a halogen radical. Examples of haloalkoxy substituents 
include chloromethoxy, 1-bromoethoxy, fluoromethoxy, difluoromethoxy, 

1 5 trifluoromethoxy (also known as "perfluoromethyloxy"), 1,1,1 ,-trifluoroethoxy, and the 
like. It should be recognized that if a substituent is substituted by more than one halogen 
radical, those halogen radicals maybe identical or different (unless otherwise stated). 

[716] The prefix "perhalo" indicates that every hydrogen radical on the 
substituent to which the prefix is attached is replaced with independently selected halogen 

20 radicals, Le. 9 each hydrogen radical on the substituent is replaced with a halogen radical. 
If all the halogen radicals are identical, the prefix typically will identify the halogen 
radical. Thus, for example, the term "perfluoro" means that every hydrogen radical on the 
substituent to which the prefix is attached is substituted with a fluorine radical. To 
illustrate, the term "perfluoroalkyl" means an alkyl substituent wherein a fluorine radical 

25 is in the place of each hydrogen radical. Examples of perfluoroalkyl substituents include 
trifluoromethyl (-CF3), perfluorobutyl, perfluoroisopropyl, perfluorododecyl, 
perfluorodecyl, and the like. To illustrate further, the term "perfluoroalkoxy" means an 
alkoxy substituent wherein each hydrogen radical is replaced with a fluorine radical. 
Examples of perfluoroalkoxy substituents include trifluoromethoxy (-O-CF3), 

30 perfluorobutoxy, perfluoroisopropoxy, perfluorododecoxy, perfluorodecoxy, and the like. 

[717] The term "carbonyl" (alone or in combination with another term(s)) means 
-C(O)-, which also may be depicted as: 
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This term also is intended to encompass a hydrated carbonyl substituent, i.e., -C(OH>2-. 
[718] The term "aminocarbonyl" (alone or in combination with another term(s)) 

means -C(0)-NH 2 , which also maybe depicted as: 

O 




1719] The term "oxy" (alone or in combination with another term(s)) means an 
ether substituent, and may be depicted as -0-. 

(720] The term "alkoxy" (alone or in combination with another tenn(s)) means an 
alkylether substituent, i.e., -O-alkyl. Examples of such a substituent include methoxy 
10 (-0-CH 3 ), ethoxy, n-propoxy, isopropoxy, n-butoxy, iso-butoxy, sec-butoxy, tert-butoxy, 
and the like. 

]72l] The term "alkylcarbonyl" (alone or in combination with another term(s)) 
means -C(0)-alkyl. For example, "ethylcarbonyl" maybe depicted as: 

O 



CEU 




15 l722 , The term "aminoalkylcarbonyl" (alone or in combination with another 

term(s)) means -C(0)-alkyl-NH 2 . For example, "aminomethylcarbonyl" may be depicted 
as: 



NH 2 



[723] The term "alkoxycarbonyl" (alone or in combination with another term(s)) 
20 means -C(0)-0-alkyl. For example, "ethoxycarbonyl" may be depicted as: 
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O 




CH 3 



[724] The term "carbocyclylcarbonyl" (alone or in combination with another 
tenn(s)) means -C(0)-carbocyclyl. For example, "phenylcarbonyl" may be depicted as: 

O 



5 Similarly, the term "heterocyclylcarbonyl" (alone or in combination with another term(s)) 
means -C(0)-heterocyclyl. 

[725] The term "carbocyclylalkylcarbonyl" (alone or in combination with another 
term(s)) means -C(0)-alkyl-carbocyclyl. For example, "phenylethylcarbonyl" may be 
depicted as: 



Similarly, the term "heterocyclylalkylcarbonyl" (alone or in combination with another 
term(s)) means -C(0)-alkyl-heterocyclyl. 

[726] The term "carbocyclyloxycarbonyl" (alone or in combination with another 
term(s)) means -C(0)-0-carbocyclyl. For example, "phenyloxycarbonyl" may be depicted 




10 




15 



as: 
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[7271 The term "carbocyclylalkoxycarbonyl" (alone or in combination with 
another term(s)) means -C(0)-0-a]kyl-carbocyclyl. For example, "phenylethoxycarbonyl" 
may be depicted as: 




[728] The term "thio" or "thia" (alone or in combination with another term(s)) 
means a thiaether substituent, i.e., an ether substituent wherein a divalent sulfur atom is in 
the place of the ether oxygen atom. Such a substituent may be depicted as -S-. This, for 
example, "alkyl-thio-alkyl" means alkyl-S-alkyl. 

[729J The term "thiol" or "sulfhydryl" (alone or in combination with another 
term(s)) means a sulfhydryl substituent, and may be depicted as -SH. 

[730] The term "(thiocarbonyl)" (alone or in combination with another term(s)) 
means a carbonyl wherein the oxygen atom has been replaced with a sulfur. Such a 
substituent may be depicted as -C(S)-, and also may be depicted as: 

S 




[731] The term "sulfonyl" (alone or in combination with another term(s)) means 
-S(0)2- 5 which also may be depicted as: 

°x P 

V 



Thus, for example, "alkyl-sulfonyl-alkyl" means alkyl-S(0>2-alkyL 

[732] The term "aminosulfonyi" (alone or in combination with another tenn(s)) 
20 means -S(0) 2 -NH 2 , which also may be depicted as: 

0 x P 

, V 



NH, 
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[733] The term "sulfoxido" (alone or in combination with another term(s)) means 
-8(0)-, which also may be depicted as: 

O 



means a saturated (z.e., "heterocycloalkyl"), partially saturated (z.e., "heterocycloalkenyl"), 
or completely unsaturated "heteroaryl") ring structure containing a total of 3 to 14 
ring atoms. At least one of the ring atoms is a heteroatom (z.e., oxygen, nitrogen, or 
sulfur), with the remaining ring atoms being independently selected from the group 

1 0 consisting of carbon, oxygen, nitrogen, and sulfur. 

[735] A heterocyclyl may be a single ring, which typically contains from 3 to 7 
ring atoms, more typically from 3 to 6 ring atoms, and even more typically 5 to 6 ring 
atoms. Examples of single-ring heterocyclyls include furanyl, dihydrofurnayl, 
tetradydrofurnayl, thiophenyl (also known as "thiofuranyl"), dihydrothiophenyl, 

15 tetrahydrothiophenyl, pyrrolyl, isopyrrolyl, pyrrolinyl, pyrrolidinyl, imidazolyl, 
isoimidazolyl, imidazolinyl, imidazolidinyl, pyrazolyl, pyrazolinyl, pyrazohdinyl, 
triazolyl, tetrazolyl, dithiolyl, oxathiolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, 
thiazolinyl, isothiazolinyl, thiazolidinyl, isothiazolidinyl, thiodiazolyl, oxathiazolyl, 
oxadiazolyl (including 1,2,3-oxadiazolyl, 1,2,4-oxadiazolyl (also known as "azoximyl"), 

20 1,2,5-oxadiazolyl (also known as "furazanyl"), or 1,3,4-oxadiazolyl), oxatriazolyl 
(including 1,2,3,4-oxatriazolyl or 1,2,3,5-oxatriazolyl), dioxazolyl (including 
1,2,3-dioxazolyl, 1,2,4-dioxazolyl, 1,3,2-dioxazolyl, or 1,3,4-dioxazolyl), oxathiazolyl, 
oxathiolyl, oxathiolanyl, pyranyl (including 1,2-pyranyl or 1,4-pyranyl), dihydropyranyl, 
pyridinyl (also known as "azinyl"), piperidinyl, diazinyl (including pyridazinyl (also 

25 known as "1,2-diazinyl"), pyrimidinyl (also known as "1,3-diazinyl"), or pyrazinyl (also 
known as "1,4-diazinyl")), piperazinyl, triazinyl (including s-triazinyl (also known as 
"1,3,5-triazinyl"), as-triazinyl (also known 1,2,4-triazinyl), and v-triazinyl (also known as 
"1,2,3-triazinyl")), oxazinyl (including 1,2,3-oxazinyl, 1,3,2-oxazinyl, 1,3,6-oxazinyl (also 
known as "pentoxazolyl"), 1,2,6-oxazinyl, or 1,4-oxazinyl), isoxazinyl (including 




5 



Thus, for example, "alkyl-sulfoxido-alkyl" means alkyl-S(0)-alkyl. 

[734] The term "heterocyclyl" (alone or in combination with another term(s)) 
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o-isoxazinyl or p-isoxazinyl), oxazolidinyl, isoxazohdinyl, oxathiazinyl (including 
1,2,5-oxatMazinyl or 1,2,6-oxatoazinyl), oxadiazinyl (including 1,4,2-oxadiazinyl or 
1,3,5,2-oxadiazinyl), morpholinyl, azepinyl, oxepinyl, thiepinyl, and diazepinyl. 

1736] A heterocyclyl alternatively may be 2 or 3 rings fused together, such as, for 
5 example, indolizinyl, pyrindinyl, pyranopyrrolyl, 4H-qumolizinyl, purinyl, naphthyridinyl, 
pyridopyridinyl (including pyrido[3,4-b]-pyridinyl, pyrido[3,2-b]-pyridinyl, or 
pyrido[4,3-b]-pyridinyl), and pteridinyl. Other examples of fused-ring heterocyclyls 
include benzo-fused heterocyclyls, such as indolyl, isoindolyl (also known as 
"isobenzazolyl" or "pseudoisoindolyl"), indoleninyl (also known as "pseudoindolyl"), 
10 isoindazolyl (also known as "benzpyrazolyl"), benzazinyl (including quinolinyl (also 

known as "1 -benzazinyl") or isoquinolinyl (also known as "2-benzazinyl")), phthalazinyl, 
quinoxalinyl, quinazolinyl, benzodiazinyl (including cinnolinyl (also known as 
"1,2-benzodiazinyl") or quinazolinyl (also known as "1 ,3-benzodiazinyl")), benzopyranyl 
(including "chromanyl" or "isochromanyr), benzothiopyranyl (also known as 
15 "tbiochromanyl"), benzoxazolyl, indoxazinyl (also known as "benzisoxazolyl"), 

anthranilyl, benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzofuranyl (also known as 
"coumaronyl"), isobenzofuranyl, benzothienyl (also known as '^enzothiophenyr, 
"thionaphthenyl", or ^enzothiofuranyl''), isobenzothienyl (also known as 
"isobenzothiophenyr, "isothionaphthenyl", or "isobenzothiofuranyl"), benzothiazolyL 
20 benzothiadiazolyl, benzimidazolyl, benzotriazolyl, benzoxazinyl (including 

1,3,2-benzoxazinyl , 1,4,2-benzoxazinyl , 2,3,1-benzoxazinyl , or 3,1,4-benzoxazinyl ), 
benzisoxazinyl (including 1,2-benzisoxazinyl or 1,4-benzisoxazinyl), 
tetrahydroisoquinolinyl , carbazolyl, xanthenyl, and acridinyl. 

[737] The term "2-fused'ring" heterocyclyl (alone or in combination with another 
25 term(s)) means a saturated, partially saturated, or aryl heterocyclyl containing 2 fused 
rings. Examples of 2-fused-ring heterocyclyls include indolizinyl, pyrindinyl, 
pyranopyrrolyl, 4H-quinolizinyl, purinyl, naphthyridinyl, pyridopyridinyl, pteridinyl, 
indolyl, isoindolyl, indoleninyl, isoindazolyl, benzazinyl, phthalazinyl, quinoxalinyl, 
quinazolinyl, benzodiazinyl benzopyranyl, benzothiopyranyl, benzoxazolyl, indoxazinyl, 
30 anthranilyl, benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzofuranyl, 

isobenzofuranyl, benzothienyl, isobenzothienyl, benzothiazolyl, benzothiadiazolyl, 
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benzimidazolyl, benzotriazolyl, benzoxazinyl, benzisoxazinyl, and 
tetrahydroisoquinolinyl. 

[738] The term "heteroaryl" (alone or in combination with another term(s)) 
means an aromatic heterocyclyl containing from 5 to 14 ring atoms. A heteroaryl may be 

5 a single ring or 2 or 3 fused rings. Examples of heteroaryl substituents include 

6-membered ring substituents such as pyridyl, pyrazyl, pyrimidinyl, and pyridazinyl; 
5-membered ring substituents such as 1,3,5-, 1,2,4- or 1,2,3-triazinyl, imidazyl, fiiranyl, 
thiophenyl, pyrazolyl, oxazolyl, isoxazolyl, thiazolyl, 1,2,3-, 1,2,4-, 1,2,5-, or 
1,3,4-oxadiazolyl and isothiazolyl; 6/5-membefed fused ring substituents such as 

10 benzothiofliranyl, isobenzothiofuranyl, benzisoxazolyl, benzoxazolyl, purinyl, and 

anthranilyl; and 6/6-membered fused rings such as 1,2-, 1,4-, 2,3- and 2, 1-benzopyronyl, 
quinolinyl, isoquinolinyl, cinnolinyl, quinazolinyl, and 1,4-benzoxazinyL 

[739) A carbocyclyl or heterocyclyl can optionally be substituted with, for 
example, one or more substituents independently selected from the group consisting of 

15 halogen, hydroxy, carboxy, keto, alkyl, alkoxy, alkoxyalkyl, alkylcarbonyl (also known as 
"alkanoyl"), aryl, arylalkyl, arylalkoxy, arylalkoxyalkyl, arylalkoxycarbonyl, cycloalkyl, 
cycloalkylalkyl, cycloalkylalkoxy, cycloalkylalkoxyalkyl, and cycloalkylalkoxycarbonyl. 
More typically, a caibocyclyl or heterocyclyl may optionally be substituted with, for 
example, one or more substituents independently selected from the group consisting of 

20 halogen, -OH, -C(0)-OH, keto, Ci-C 6 -alkyl, Ci-C 6 -alkoxy, Ci-C 6 -alkoxy-Ci-C 6 -alkyl, 
Ci-C6-alkylcarbonyl, aryl, aryl-Ci-C6-alkyl, aryl-Ci-C6-alkoxy, 
aryl-Ci-C 6 -alkoxy-Ci-C6-alkyl, aryl-Ci-C6-alkoxycarbonyl, cycloalkyl, 
cycloalkyl-Ci-Ce-alkyl, cycloalkyl-CrC6-alkoxy, cycloalkyl-Ci-C6-alkoxy-Ci-C6-alkyl, 
and cycloalkyl-Ci-C6-alkoxycarbonyl. The alkyl, alkoxy, alkoxyalkyl, alkylcarbonyl, aryl, 

25 arylalkyl, arylalkoxy, arylalkoxyalkyl, or arylalkoxycarbonyl substituent(s) may further be 
substituted with, for example, one or more halogen. The aryls or cycloalkyls are typically 
single-ring substituents containing from 3 to 6 ring atoms, and more typically from 5 to 6 
ring atoms. 

[740] An aryl or heteroaryl can optionally be substituted with, for example, one 
30 or more substituents independently selected from the group consisting of halogen, -OH, 
-CN, -NO2, -SH, -C(0)-OH, amino, aminocarbonyl, aminoalkyl, alkyl, alkylthio, 
carboxyalkylthio, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxyalkyl, alkoxycarbonyl, 
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alkoxycarbonylalkoxy, alkoxyalkylthio, alkoxycarbonylalkylthio, carboxyalkoxy, 
alkoxycarbonylalkoxy, carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyltbio, 
carbocyclylalkylthio, carbocyclylamino, carbocyclylalkylamino, 
carbocyclylcarbonylamino, carbocyclylcarbonyl, carbocyclylalkyl, carbonyl, 
5 carbocyclylcarbonyloxy, carbocyclyloxycarbonyl, carbocyclylalkoxycarbonyl, 
carbocyclyloxyalkoxycarbocyclyi,carbocyclylMoalkylthiocarbocyclyl, 
carbocyclyltbioalkoxycarbocyclyl, carbocyclyloxyalkylthiocarbocyclyl, heterocyclyl, 
heterocyclylalkyl, heterocyclyloxy, heterocyclylthio, heterocyclylalkylthio, 
heterocyclylamino, heterocyclylalkylamino, heterocyclylcaibonylamino, 
1 0 heterocyclylcarbonyl, heterocyclylalkylcarbonyl, heterocyclyloxycarbonyl, 
heterocyclylcarbonyloxy,heterocyclylalkoxycarbonyl, 
heterocyclyloxyalkoxyheterocyclyl,heterocyclylthioalkyl1hioheterocyclyl, 
heterocyclylthioalkoxyheterocyclyl, and heterocyclyloxyalkylthioheterocyclyl. More 
typically, an aryl or heteroaryl may, for example, optionally be substituted with one or 
1 5 more substituents independently selected from the group consisting of halogen, -OH, -CN, 
-N0 2 , -SH, -C(0>OH, arnino, aminocarbonyl, amino-Ci-C 6 -alkyl, Ci-C6-alkyl, 
Ci-Ce-alkylthio, carboxy-Ci-C 6 -alkylthio, Ci-C 6 -alkylcarbonyl, Ci-C 6 -alkylcarbonyloxy, 
Ci-C 6 -alkoxy, Ci-C 6 -alkoxy-Ci-C 6 -alkyl, C,-C 6 -alkoxycarbonyl, 
Ci-C 6 -alkoxycarbonyl-Ci-C6-alkoxy,Ci-C6-alkoxy-Ci-C6-alkylthio, 
20 Ci-Ce-alkoxycarbonyl-Ci-Ce-alkylthio, carboxy-Ci-C 6 -alkoxy, 

d-Ce-alkoxycarbonyl-Ci-Ce-alkoxy, aryl, aryl-Ci-Ce-alkyI, aryloxy, arylthio, 
aryl-Ci-Ce-alkylthio, arylamino, aryl-Ci-C 6 -alkylamino, arylcarbonylamino, arylcarbonyl, 
aryl-Ci-Ce-alkylcarbonyl, arylcarbonyloxy, aryloxycarbonyl, aryl-Ci-C6-alkoxycarbonyl, 
aryloxy-Ci-Ce-alkoxyaryl, arylthio-Ci-Cs-alkylthioaryl, arylthio-Ci-C 6 -alkoxyaryl, 
25 aryloxy-Ci-C 6 -alkylthioaryl, cycloalkyl, cycloalkyl-Ci-C 6 -alkyl, cycloalkyloxy, 
cycloalkylthio, cycloalkyl-Ci-Q-alkylthio, cycloalkylamino, 
cycloalkyl-CrC 6 -alkylarnino, cycloalkylcarbonylamino, cycloalkylcarbonyl, 
cycloalkyl-Ci-Ce-alkylcarbonyl, cycloalkylcarbonyloxy, cycloalkyloxycarbonyl, 
cycloalkyl-Ci-Ce-alkoxycarbonyl, heteroaryl, heteroaryl-Ci-C 6 -alkyl, heteroaryloxy, 
30 heteroarylthio, heteroaryl-Ci-Ce-alkylthio, heteroaiylamino, heteroaryl-Ci-C 6 -alkylamino, 
heteroarylcarbonylamino, heteroarylcarbonyl, heteroaryl-Ci-C 6 -alkylcarbonyl, 
heteroaryloxycaibonyl, heteroarylcarbonyloxy, and heteroaryl-Ci-C6-alkoxycarbonyl. 
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Here, one or more hydrogen bound to a carbon in any such substituent may, for example, 
optionally be replaced with halogen. In addition, the cycloalkyl, aryl, and heteroaryl are 
typically single-ring substituents containing 3 to 6 ring atoms, and more typically 5 or 6 
ring atoms. 

5 [741] A prefix attached to a multi-component substituent only applies to the first 

component To illustrate, the term "alkylcycloalkyl" contains two components: alkyl and 
cycloalkyl. Thus, the Ci-Ce- prefix on Ci-C6-alkylcycloalkyl means that the alkyl 
component of the alkylcycloalkyl contains from 1 to 6 carbon atoms; the Ci-Ca- prefix 
does not describe the cycloalkyl component. To illustrate further, the prefix "halo" on 

10 haloalkoxyalkyl indicates that only the alkoxy component of the alkoxyalkyl substituent is 
substituted with one or more halogen radicals. If halogen substitution may alternatively or 
additionally occur on the alkyl component, the substituent would instead be described as 
"halogen-substituted alkoxyalkyl" rather than "haloalkoxyalkyl." And finally, if the 
halogen substitution may only occur on the alkyl component, the substituent would instead 

1 5 be described as "alkoxyhaloalkyl " 

[742] If substituents are described as being "independently selected" from a 
group, each substituent is selected independent of the other. Each substituent therefore 
may be identical to or different from the other substituent(s). 

[743] When words are used to describe a substituent, the rightmost-described 

20 component of the substituent is the component that has the free valence. To illustrate, 
benzene substituted with methoxyethyl has the following structure: 

As can be seen, the ethyl is bound to the benzene, and the methoxy is the component of 
the substituent that is the component furthest from the benzene. As further illustration, 
25 benzene substituted with cyclohexanylthiobutoxy has the following structure: 
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[7441 When words are used to describe a linking element between two other 
elements of a depicted chemical structure, the rightmost-described component of the 
substituent is the component that is bound to the left element in the depicted structure. To 
illustrate, if the chemical structure is X-L-Y and L is described as 
5 methylcyclohexanylethyl, then the chemical would be X-ethyl-cyclohexanyl-methyl-Y. 

1745J When a chemical formula is used to describe a substituent, the dash on the 
left side of the formula indicates the portion of the substituent that has the free valence. 
To illustrate, benzene substituted with -C(0)-OH has the following structure: 

10 [746] When a chemical formula is used to describe a linking element between 

two other elements of a depicted chemical structure, the leftmost dash of the substituent 
indicates the portion of the substituent that is bound to the left element in the depicted 
structure. The rightmost dash, on the other hand, indicates the portion of the substituent 
that is bound to the right element in the depicted structure. To illustrate, if the depicted 

15 chemical structure is X-L-Y and L is described as -C(0)-N(H)-, then the chemical would 
be: 

H 

[747J The teim "pharmaceutical^ acceptable" is used adjectivally in this patent 
to mean that the modified noun is appropriate for use as a pharmaceutical product or as a 
20 part of a pharmaceutical product. 

[7481 With reference to the use of the words "comprise" or "comprises" or 
"comprising" in this patent (including the claims), Applicants note that unless the context 
requires otherwise, those words are used on the basis and clear understanding that they are 
to be interpreted inclusively, rather than exclusively, and that Applicants intend each of 
25 those words to be so interpreted in construing this patent, including the claims below. 
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F. Compound Preparation 
[749] The detailed examples below illustrate preparation of compounds and salts 
of this invention. Other compounds and salts of this invention may be prepared using the 
methods illustrated in these examples, either alone or in combination with techniques 
5 generally known in the art. Such known techniques include, for example, those disclosed 
in WIPO Int'l Publ. No. WO 00/46221 (PCT Patent Application No. PCT/US00/03061 
published on August 10, 2000) (incorporated herein by reference). 

EXAMPLES 

1 0 [7501 The following examples are merely illustrative, and not limiting to the 

remainder of this disclosure in any way. 

[751] Example 1. Preparation of 4-{[4-(5-butylpyrazin-2-yl)piperazin-l- 
yI]sulfonyl}-N-hydroxytetrahydro-2H-pyran-4-carboxamide dihydrochloride. 




[752] Part A. Preparation of: 

H 3 C X V-N NH 
H 3 C-)— O \ / 

H 3 C 



To a DMSO solution (350 mL) of chloropyrazine (21.3 g, 187 mmol) and 1-Boc- 
piperazine (31.6 g, 170 mmol) was added CS2CO3 (77g, 237 mmol). The slurry was 

20 stirred at 60°C for 24 hr, and at 100°C for an additional 24 hr. The cooled mixture was 

diluted with water (800 mL), and extracted with diethyl ether (3x500 mL). The combined 
organic extracts were washed with brine, dried over MgS(>4, and evaporated to a brown 
oil. The crude material was purified on a plug (200 g) of silica gel eluting with 10-40% 
ethyl acetate in hexane to produce 31.7 g (71%) of the desired compound in the form of a 

25 pale yellow solid. MS: in/z = 265.1 (M+H). 
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[7531 PartB: 

H 3 C H 3 C H ^ C 

To a CH 2 C1 2 (350 mL) solution of Part A (30.5 g, 1 15 mmol) in an ice bath was added 
solid JV-bromosuccinimide (23.7 g, 133 mmol). The slurry was stirred for 3 hr at room 

5 temperature. An additional portion of tf-bromosuccinimide (4.09 g, 23 mmol) was added, 
and the reaction mixture was stirred for 1 hr. The solution was poured onto a pad of silica 
gel and eluted with 30% ethyl acetate in hexane to produce a yellow solid. 
Recrystallization from diethyl ether/hexane produced 17.4 g (44 %) of the desired 
compound in the form of an off-white solid. MS: m/z = 343.0, 345.0 (M+H). 

10 17541 Part C: 



25 



N= 




CH 3 



To a THF solution of ZnCl 2 (70 mL, 0.5 M, 35 mmol) in an ice bath was added a diethyl 
ether solution of butylmagnesium chloride (17.5 mL, 2.0M, 35 mmol). The ice bath was 
removed, and the solution was stirred for 15 min to produce a white precipitate. To this 

15 slurry was added a THF (10 mL) solution of the product of Part B (6.2 g, 18.0 mmol) and 
Pd(PPh 3 ) 4 (2.0g, 1 .7 mmol). The reaction mixture was refluxed for 2 hr. Additional 
butylmagnesium chloride (4.0 mL, 2.0M, 8.0 mmol) was added, and the slurry was 
refluxed for 30 min. The cooled reaction mixture was poured into saturated NH4CI (150 
mL) and extracted with ethyl acetate (2x100 mL). The combined organic extracts were 

20 washed with brine, dried over MgSCU, and evaporated to produce a yellow solid. The 
crude material was purified on silica gel eluting with 5-40% ethyl acetate in hexane to 
produce 4.0 g (69%) of the desired iodide product in the form of a yellow oil which 
solidified upon standing. MS: m/z = 321.2 (M+H). 
[7551 Part D: 




N=\ _ P 



H 3 C\ \_y 




CH 3 

To a solution of Part C (3.96 g, 12.4 mmol) in CH 2 C1 2 (10 mL) was added trifluoroacetic 
acid (5 mL). The resulting mixture was stirred for 3 hr at room temperature. The solution 
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25 



was stripped in vacuo 9 and the remaining oil was partitioned between ethyl acetate (100 
mL) and saturated NaHC0 3 (25 mL). The pH was adjusted to 10 using solid K2CO3. The 
organic layer was separated, and the aqueous layer was extracted with additional ethyl 
acetate (100 mL) and CH2CI2 (2x50 mL). The combined organic extracts were washed 

5 with brine, dried over MgSC>4, and evaporated to produce a crude piperazine produce in 
the form of an orange solid (MS: m/z = 221.1 (M+H)). The resulting crude product was 
dissolved in CH2CI2 (50 mL), and cooled in an ice bath. To the solution was added Et 3 N 
(2.2 mL, 16 mmol) and methanesulfonyl chloride (1.05 mL, 13.6 mmol). The solution 
was stirred for 1 6 hr at room temperature. The reaction mixture was washed with water 

10 and brine, dried over MgSC>4, and evaporated to produce 2.55 g (69%) of the desired 
sulfonamide in the form of a pale yellow solid. MS: m/z = 299. 1 (M+H). 
[756] Part E: 

^ O , . N=\ CH 3 O o O , v n — v 

H 3 C N s H 3 C N^N 

CH 3 

To a slurry of Part D (2.50 g, 8.38 mmol) in THF (40 mL) at -78°C was added a THF 
15 solution of lithium bis(trimethylsilyl)amide (25 mL, 1 M, 25 mmol) dropwise (internal 
temperature < -65 °C). After stirring for 45 min, a THF (5 mL) solution of di-ter/-butyl 
dicarbonate (2.38 g, 10.9 mmol) was added. Stirring was continued for 15 min at -78°C. 
The orange slurry was warmed to 0°C, stirred for 10 min, and quenched with saturated 
NH4CI (50 mL). The THF was removed by rotary evaporation, and the aqueous was 
20 extracted with ethyl acetate (1 00 mL). The organic layer was washed with brine, dried 
over MgSC>4, and evaporated to an oil. The crude material was purified by flash column 
chromatography on silica gel, eluting with 15% ethyl acetate in hexane to produce 2.00 g 
(60 %) of the desired compound in the form of a white solid. LCMS: m/z = 399.1 (M+H). 
[757] PartF: 

CH3O o p / — v N==v 

CH 3 O O O y , 

H3C >k a %r\ 

To a DMF (9 mL) solution of Part E (1.08 g, 2.71 mmol) was added K 2 C0 3 (1.12 g, 8.16 
mmol), 18-crown-6 (0.21 g, 0.80 mmol), and bis(2-bromoethyl)ether (0.37 mL, 2.9 
mmol). The slurry was stirred at 60°C for 72 hr. Additional bis(2-bromoethyl)ether was 
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added at 24 hr (0.4 mmol) and 48 hr (1.2 mmol). The solvent was stripped in vacuo, and 
the residue was partitioned between ethyl acetate (50 mL) and water (30 mL). The 
organic layer was separated, dried over MgS0 4 , and evaporated to an oil. 
Recrystallization from diethyl ether produced 0.88 g (69 %) of the desired compound in 
the form of a white solid LCMS: m/z = 469.2 (M+H). 
[758] Part G: 



ch 3 o o o , — . 




CH 3 



To a CH 2 C1 2 (2 mL) solution of Part F (0.75 g, 1.6 mmol) was added was added 
trifluoroaceticacid(3mL). The solution was stirred 3 hr, and stripped in vacuo. The 
10 resulting oil was triturated with diethyl ether, and the precipitate was isolated by filtration 
to produce 0.62g (94 %) of the desired acid in the form of an off-white solid. LCMS: m/z 
= 413.1 (M+H). 



17591 PartH: 



?> 00 / \ 

S-N N 





CH 3 




O 



15 To a slurry of Part G (0.60 g, 1.46 mmol) inDMF (10 mL) was added triethylamine (0.80 
mL, 5.8 mmol), O<tetrahydro-2H-pyran-2-yl)hydroxyamine(0.51 g, 4.4 mmol), l-(3- 
dimemylammopropyl)-3-emylcarbodiimide hydrochloride (0.83 mmol, 4.4 mmol), and 1- 
hydroxybenzotriazole (0.59 g, 4.4 mmol). The reaction mixture was stirred 16 hr at room 
temperature. The solvent was stripped in vacuo, and the residue partitioned between ethyl 

20 acetate and water. The organic layer was separated, washed with saturated NaHC0 3 , 
brine, dried over MgS0 4 , and evaporated to an oil. The crude material was purified by 
flash column chromatography on silica gel eluting with 30% ethyl acetate (containing 10 
% MeOH) in hexane to produce 0.67 g (89%) of the desired THP protected hydroxamic 
acid in the form of a white solid. LCMS: m/z = 512.3 (M+H). 
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[760] Part I: 



HCI 




To the solid of Part H (0.45g, 0.88 mmol) was added MeOH (0.4 mL) and 4 N HCI in 
dioxane (4.0 mL). The resulting yellow solution was stirred for 1.5 hr and added dropwise 
5 to rapidly stirring diethyl ether (50 mL). The slurry was stirred 3 hr and filtered. The 
resulting solid was washed with diethyl ether (2 x 20 mL). The precipitate was dried in 
vacuo for 16 hr to produce 0.34 g (77%) of the desired compound as a dihydrochloride 
salt. LCMS: m/z = 428.1 (M+H). HRMS calcd. for C18H30N5O5S: m/z = 428.1962 
[M+H] + ; found: 428.1972. 



[761] Example 2 : Preparation of N-hydroxy-4-({4-[4-(2,2,2- 
trifluoroethoxy)phenyl]piperazin-l-yl}sulfonyl)tetrahydro-2H~pyran-4-carboxamide 
hydrochloride. 



o 2 n 

To a solution of 4-fluoro-nitrosobenzene (Aidrich, 20.0 g, 141 mmol) in N,N- 
dimethylformamide (100 ml) was added potassium carbonate (Aidrich, 45 g, 283 mmol) 
followed by 3,3,3-trifluoroethanol (25 g, 250 mmol). The reaction stirred at 80°C for 18 
20 hr. After cooling to room temperature, the mixture was diluted with water and the 
resulting solid filtered. The filter cake was washed with water and dried in vacuo to 
produce the desired compound in the form of a yellow solid (29g, 94 % yield). ! H NMR 
was consistent with the desired structure. 



10 




[762] Part A: 
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[763] PartB: 

To a solution of the nitrosobenzyl ether from Part A (20.0 g, 90.4 mmol) in methanol (140 
ml) was added 10%Pd/C Degussa catalyst (Aldrich, 4.0 g, 10% load). The reaction vessel 
5 was purged with N2 followed by H 2 via a Parr Shaker apparatus. The reaction was ran at 
50 psi of N 2 , maintaining a temperature under 50°C. Once H 2 uptake ceased, the reaction 
mixture was left at 50 psi and shook for 1 hr to ensure completion. Work up consisted of 
filtering the mixture through a Celite pad, and concentrating the filtrate to produce the 
desired compound in the form of a greenish-gray solid product (17.3 g, 100% yield). ! H 
1 0 NMR was consistent with the desired structure. 
[764] PartC: 

^so 2 




+ H 3 C-S0 2 -CI ^ Cl/^-^Cl 

The bis(chloroethyl) amine hydrochloride (Aldrich, 100.0 g, 560 mmol) was suspended in 
methylene chloride (920 ml) and cooled to 0°C. Triethylamine (Aldrich, 156 ml, 1.12 
1 5 mol) was added followed by the dropwise addition of a mesylchloride (Aldrich, 45.5 ml, 
588 mmol) solution in methylene chloride (200 ml). The ice bath was removed and the 
reaction stirred at room temperature 1 5 hr. The reaction mixture was diluted with 10% 
HCUq (1 L). The organic layer was separated and washed with 10% HCl aq (2 x 500 ml), 
water (3 x 500 ml) then dried of sodium sulfate, filtered, and concentrated to produce the 
20 desired compound in the form of a tan oil that crystallized to a hard solid (123 g, 100 % 
yield). ! H NMR was consistent with the desired structure. 
[765] PartD: 




h 3 c x 



?°> o 

N _ 0=S— N 



CH 3 

CI 



s— n n — (' y—o 



The product from Part B (13.2 g, 62.8 mmol) and the product from Part C (10.0 g, 52.3 
25 mmol) were dissolved in 1-butanol (200 ml) then treated with m^sopropylemylamine 
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(Aldrich, 10.0 ml, 57.5 ml). The mixture stirred for 18 hr at 1 10°C for completion. 
Workup consisted of cooling to room temperature and pouring into water (1 L). Resulting 
solid was filtered, washed with hexanes, and dried to produce the desired compound in the 
form of a gray solid (1 1.5 g, 64% yield). ! H NMR was consistent with the desired 
structure. 

[766] Part E: 

0=S-N N— (' ^— O 0=S-N N— (' O 



H 3 C 

CH 3 O 

Oven-dried glassware was charged with the piperazine mesylate product of Part D (7.7 g, 
21.9 mmol) and t-butylcarboxlyate anhydride (Aldrich, 5.2 g, 24.1 mmol) in 

10 tetrahydrofuran (40 ml), and then cooled to -75°C. Lithium bis(trimethylsilyl)amide 
(Aldrich, 1.0 M in tetrahydrofuran, 65.6 ml, 65.6 mmol) was slowly added, keeping the 
temperature at less than -60°C. After addition, the reaction mixture was warmed to 0°C 
and stirred for 1 hr. The reaction mixture was then cooled back to -75°C, and slowly 
quenched with saturated NEUClaq (100 ml), keeping the temperature at less than -20°C. 

15 The aqueous layer froze into a solid chunks of ice. After warming to 5°C, the mixture was 
separated, and the aqueous layer was extracted with ethylacetate (3x- 120 ml). The 
organics were washed with saturated NH4CI (2x-100 ml), water (lx- 200 ml), and brine 
(lx-200ml); dried over Na2S04; and concentrated to produce a white solid. The solid was 
recrystallized from methanol to produce the desired compound ( 7.2 g, 75% yield). l H 

20 NMR was consistent with the desired structure. 
1767] Part F: 

A ^ \ H 3C U0V0 



J 



H 3 C CHj 

To a solution of the product of Part E (6.8 g, 15.5 mmol), potassium carbonate (Aldrich, 
7.5 g, 54.3 mmol), and 18-crown-6 (Aldrich, 0.5 g, cat. ami) in N,N-dimethylformamide 
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(30 ml) was added dibromo-diethylether (Aldrich,2.9 ml, 23.2 mmol). The mixture was 
heated at 60°C for 18 hr, and then worked up by cooling and pouring into water (50 ml). 
The mixture was extracted via ethylacetate (2x-l 50 ml). The organics were combined and 
washed with 5% HClaq (lx- 50 ml), water (lx-100 ml), and brine (2x- 100 ml); dried over 
Na 2 S0 4 ; and concentrated to afford a yellow oil that solidified. The solid was 
recrystallized from methanol to produce the desired compound in the form of a white solid 
(4.8 g, 76 % yield). l H NMR was consistent with the desired structure. 
[768] Part G: 



0=S-N N— « x >— O 0=S-N N— <! V-0 

10 To a solution of the product of Part F (3.5 g, 6.9 mmol) in methylene chloride (10 ml) 
was added trifluoroacetic acid (Aldrich, 10 ml, 130 mmol). The reaction mixture was 
stirred overnight at room temperature. The mixture was concentrated to one-third volume. 
The resulting residue was dripped into stirring diethylether (500 ml). The resulting solid 
was collected, washed with diethylether, and dried to product the desired TFA salt (3.5 g, 

15 90 % yield). 1 H NMR was consistent with the desired structure. 
[769| PartH: 

r CTs O 

J HN , o=s — n n— f y—o 



HO 

b 



To a solution of the product of Part G (3.5 g, 6.2 mmol) in N,N-dimethylformamide (12 
ml) was added triethylamine (Aldrich, 2.2 ml, 15.4 mmol), followed by N- 

20 hydroxybenzotriazole hydrate (Aldrich, 1.8 g, 13.6 mmol), O- (tetrahydro-2H-pyran-2-yl) 
hydroxyamine(1.4 g, 12.4 mmol), and, lastly, l-(3-dimethylaminopropyl)-3- 
ethylcaibodiimide hydrochloride (Sigma, 3.0 g, 15.4 mmol). The mixture was stirred at 
room temperature for 15 hr, and then diluted with water (15 ml) and ethylacetate (100 ml). 
The organics were separated, and the aqueous layer was further extracted with ethylacetate 

25 (2x-75 ml). The organics were combined and washed with saturated NaHCC>3 aq (2x-150 
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ml), water (2x-100 ml), and brine (lx-200 ml). After drying over sodium sulfate, the 
organics were concentrated to produce a foamy solid that was recrystallized from 
methanol to produce the desired compound in the form of a white solid (3.1 g, 91 % 
yield). *H NMR was consistent with the desired structure. 



To the product of Part H (3.1 g, 5.6 mmol) was added methanol (2 ml) and 4 N HC1 in 
dioxane (20 ml) for one hr. . The solvent was concentrated to one-third volume and then 
diethylether was added. The resulting solid was filtered, washed with diethylether, and 
10 dried to produce the desired compound as white solid (2.6 g, 84 % yield). *H NMR was 
consistent with the desired structure. HRMS for C18H24F3N3O6S showed M^found = 
468.1421 (M +H ca ic = 468.1411). 

[771] Example 3: Preparation of 4-{[4-(4- 
1 5 ethoxyphenyI)piperazinyl]sulfonyl}perhydro-2ff-pyran-4-carbohydroxamic acid. 



[770] Part I: 





[772] Part A: Preparation of terf-butyl 4-{[4-(4- 
ethoxyphenylJpiperazinyllsulfonylJperhydro-l^T-pyran-^carboxyate 




CH 3 
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To a solution of tert-butyl 4^ipera2inylsulfonyl)perhy^ (715 
mg, 2.14 mmol, supplied by CaiboGen) in toluene (15 mL) under N 2 were added 1-bromo- 
4-ethoxybenzene (473 mg, 2.35 mmol), sodium te/?-butoxide (514 mg, 5.35 mmol), 
palladium(II) acetate (5.0 mg, 0.021 mmol), and tri-te^butylphosphine (3.5 mg, 0.17 

5 mmol). The reaction was continued overnight at 60°C under N 2 . No starting material 
remained at this time, so the reaction mixture was diluted with methanol and concentrated 
under reduced pressure. The residue was partially dissolved in dichloromethane and 
filtered. The filtrate was concentrated under reduced pressure, and the resulting dark 
material was triturated with diethyl ether to produce a white solid, which was collected by 

10 suction filtration to produce 640 mg of clean product (66%). l H NMR and mass 
spectrometry (MH 4 " = 455) were consistent with the desired structure. 

[773] PartB. Preparation of 4-{[4-(4- 
ethoxyphenyl)piperazinyl]sulfonyl}perhydro-2fl-pyran-4-carboxyic acid 
CH 3 o o n on 

H 3 C^ " ^ Q ° ° 



h 3 ct o 



t cv, — -fro 




TFA 



•o - „ 

CT 3 ^CH 3 



1 5 The product from Part A (620 mg, 1 .37 mmol) was dissolved in 1 : 1 trifluoroacetic 
acid/dichloromethane (10 mL). The reaction was continued overnight at room 
temperature. Subsequently, no starting material detectable by HPLC. The mixture was 
concentrated under reduced pressure. Additional dichloromethane was added, and the 
solvent was once again removed under reduced pressure to produce the desired compound 

20 in the form of a tan solid (700 mg, quantitative yield). *H NMR and mass spectrometry 
(MH + = 399) were consistent with the desired structure. 
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10 



15 



[774] PartC. Preparation of (4-{[4-(4- 

ethoxyphenyl)piperazinyl]sulfonyl}perhydro-2ff-pyran^-yl)-iV-perhydro-2^-pyran- 
2-yIoxycarboxamide 



To a solution of the product from Part B (680 mg, 1 .33 mmol) in N, N- 
dimethylformamide (10 mL) were added JV-hydroxybenzotriazole (251 mg, 1.86 mmol), 4- 
methylmorpholine (537 mg, 0.584 mL, 5.31 mmol), l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (637 mg, 3.32 mmol), and 0-(tetrahydro-2//-pyran-2- 
yl)hydroxyamine (390 mg, 3.32 mmol). The reaction was continued overnight at 45°C 
under N 2 . Subsequently, no starting material was detectable by HPLC. After cooling to 
room temperature, the reaction mixture was diluted with ethyl acetate. The combined 
organic layer was extracted with water (3 times) and saturated sodium bicarbonate (3 
times); washed with saturated sodium chloride; and dried over anhydrous sodium sulfate. 
Filtration and evaporation of the solvent under reduced pressure produced a yellow oil 
(590 mg). The crude material was purified by flash chromatography using 
dichloromethane with a methanol gradient (0 - 1%) to produce the desired compound in 
the form of a white foam (480 mg, 73% yield). 'H NMR and mass spectrometry (MH + = 
498) were consistent with the desired structure. 

(775] PartD. Preparation of 4-{[4-(4- 
ethoxyphenyI)piperazinyl]suIfonyI}perhydro-2fl-pyran-4-carbohydroxamic acid 



The product from Part C (440 mg, 0.89 mmol) was dissolved in dioxane (4 mL), 4N HCI 
in dioxane (5 mL), and methanol (0.5 mL). The reaction was continued at ambient 
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temperature for 1 hr. HPLC indicated that the reaction was complete. The mixture was 
concentrated under reduced pressure. The residue was triturated with diethyl ether, and 
the resulting tan solid was collected by suction filtration (469 mg, quantitative yield). H 
NMR and mass spectrometry (MS? = 414) were consistent with the desired structure. 

5 [776| Example 4* Preparation of 4-({4-[4-(l,l,2,2- 

tetrafluoroethoxy)phenyl]piperazm^^ 
carbohydroxamic acid. 




[777] Part A. Preparation of tert-butyl 4-({4-[4-(l,l,2,2- 
10 tetrafluoroethox7)phenyl]piperazinyl^ 




To a solution of tert-butyl 4-(piperazinylsulfonyl)perh^^ 1 (7.80 

g, 233 mmol, supplied by CarboGen) in toluene (150 mL) under N 2 were added 1-bromo- 
4-tetrafluoroethoxybenzene (6.90 g, 25.6 mmol), sodium terf-butoxide (5.60 g, 5.83 

15 mmol), palladium(II) acetate (0.52 g, 2.33 mmol), and tri-fe/t-butylphosphine (0.38 g, 1 .86 
mmol). The reaction mixture was heated at 80°C under N 2 for 4 hr. Afterward, no starting 
material was detected. The mixture was diluted with methanol and concentrated under 
reduced pressure. The resulting residue was partially dissolved in dichloromethane and 
filtered. The filtrate was concentrated under reduced pressure, and the resulting daik 1 

20 material was triturated with diethyl ether to produce a tan solid, which was collected by 
suction filtration to produce 10.6 g of clean product (86%). l H NMR and mass 
spectrometry (MET 1 " = 527) were consistent with the desired structure. 
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[778] Part B. Preparation of 4-({4-[4-(l,l,2,2- 
tetrafluoroethoxy)phenyl]piperazinyI}sulfo^ acid 




The product from Part A (10.5 g, 20.0 mmol) was dissolved in 1:1 trifluoroacetic 
5 acid/dichloromethane (1 00 mL). The reaction was continued overnight at room 

temperature. Subsequently, no starting material was detectable by HPLC. The reaction 
mixture was concentrated under reduced pressure. Additional dichloromethane was 
added, and the solvent was once again removed under reduced pressure to produce the 
desired compound in the form of a tan solid (14.0 g, quantitative yield for the "di-TFA" 
10 salt). Mass spectrometry (MH* = 471) was consistent with the desired structure. 



[779] Part C. Preparation of iV-perhydro-2i?-pyran~2-ylo^ 
tetrafluoroethoxy)phenyl]piperarinyl}su 




To a solution of the product from Part B (14.0 g, 20.1 mmol for "di-TFA") in N, N- 
1 5 dimethylformamide (200 mL) were added AT-hydroxybenzotriazole (3.80 g, 28.1 mmol), 4- 
methylmorpholine (10.2 g, 11 mL, 100.5 mmol), l-(3-dimethylaminopropyl)~3- 
ethylcarbodiimide hydrochloride (13.5 g, 70.4 mmol), and 0-(tetrahydro-2#-pyran-2- 
yl)hydroxyamine (8.3 g, 70.4 mmol). The reaction was continued overnight at 45°C under 
N2. Subsequently, no starting material was detectable by HPLC. After cooling to room 
20 temperature, the reaction mixture was diluted with ethyl acetate. The combined organic 
layer was extracted with water (3 times), saturated sodium bicarbonate (3 times), and 
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washed with saturated sodium chloride before drying over anhydrous sodium sulfate. 
Filtration and evaporation of the solvent under reduced pressure produced a yellow solid 
(1 1 .4 g). The crude material was purified by flash chromatography using dichloromethane 
with a methanol gradient (0-2%) to produce the desired compound in the form of a white 
foam (10.4 g, 91% yield). *H NMR and mass spectrometry (MH* = 570) were consistent 
with the desired structure. 



[780] Part D. Preparation of 4-({4-[4-(l,l ^,2- 
tetrafluoroethoxy)phenyI]piperazinyl}sulfonyl)perhydro-2fT-pyran-4- 
carbohydroxamic acid 




The product from Part C (10.4 g, 18.3 mmol) was dissolved in dioxane (70 mL), 4N HCI 
in dioxane (90 mL), and methanol (9 mL). The reaction was continued at ambient 
temperature for 2 hr. HPLC indicated that the reaction was complete, so it was 
concentrated under reduced pressure. The residue was triturated with diethyl ether, and 
the resulting white solid was collected by suction filtration (9 g, quantitative yield). l H 
NMR and mass spectrometry (MKT = 485) were consistent with the desired structure. 

[781] Example 5. 4-{[4-(4-butylphenyl)piperazin-l-yl]sulfonyl}-N-hydroxy- 
l-(2-methoxyethyl)piperidine-4-carboxamide dihydrochloride. 
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[782] Part A. Preparation of l-(4-Bromophenyl)-4- 
(methylsulfonyl)piperazme. A slurry of l-(4-bromophenyl)piperazine (30.04 g, 0.108 
mole) in dichloromethane (300 mL) was stirred at room temperature in a 3-necked, 1.0 
liter round-bottomed flask under N2. Methane sulfonyl chloride (10.9 mL, 0.141 mole) 
5 was added dropwise, followed by slow addition of triethylamine (37.6 mL, 0.27 mole). 
The temperature of the reaction mixture increased to 33°C with the addition. The resultant 
mixture was stirred overnight at room temperature. The reaction mixture was then 
transferred to a 1.0 liter separatory funnel, and extracted twice with water (300 mL). The 
organic layer was dried over magnesium sulfate, and concentrated in vacuo to 

10 approximately one-forth of the original volume. Hexane was then added to precipitate a 
solid product. The solid was collected by vacuum filtration and further dried in vacuo to 
yield 27.2 g of the desired compound in the form of a pale yellow solid (79%). *H NMR 
(CDCI3) 5 2.81 (s, 3H), 3.24 (m, 4H), 3.35 (m, 4H), 6.79 (d, J = 9 Hz, 2H), 7.36 (d, J = 9 
Hz, 2H). Electrospray mass spectroscopy showed m/z 319 (M+H). 

15 [783] PartB. Preparation of methyl {[4-(4-bromophenyl)piperazin-l- 

yl] sulfonyl} acetate. The l-(4-Bromophenyl)-4-(methylsulfonyl)piperazine product from 
Part A (16.5 g, 51.7 mmol) was dissolved in dry tetrahydrofuran (350 mL) in an oven- 
dried 1 .0 L, 3-necked round-bottomed flask under N2. The flask was immersed in a dry 
ice/acetone bath. A 1 .0 M solution of lithium hexamethyldisilazide in tetrahydrofuran 

20 (155 mL, 155 mmol) was then added slowly, maintaining a temperature below -70°C. 
After complete addition, the mixture was stirred with cooling for 1 hr. A solution of 
methyl chloroformate (4.8 mL, 62 mmol) in tetrahydrofuran (10 mL) was then added 
dropwise while maintaining temperature at less than -70 °C. After complete addition, the 
flask was stirred with cooling for 20 min. Afterward, the flask was immersed in an ice 

25 water bath and stirred for 30 min. The reaction mixture was quenched by slow addition of 
saturated aqueous ammonium chloride (100 mL). The mixture was warmed to room 
temperature, and the volatiles were removed in vacuo. The residue was partitioned 
between ethyl acetate (500 mL) and water (300 mL). The organic layer was washed with 
5% HCL water, and brine (300 mL each). After drying over magnesium sulfate, the 

30 solvent was removed in vacuo, leaving 17.46 g of the desired compound in the form of a 
tan solid (93%). *H NMR (CDC1 3 ) 8 3.23 (m, 4H), 3.53 (m, 4H), 3.81 (s, 3H), 3.98 (s, 
2H), 6.79 (d, J = 9.3 Hz, 2 H), 7.36 (d, J = 9.3 Hz, 2H). 
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[784] Part C. Preparation of Methyl 4-{[4-(4-bromophenyl)piperazin-l- 
yI]sulfonyl}-l-(2-methoxyethyl)piperidiiie-4-carboxyate. A solution of the methyl {[4- 
(4-bromophenyl)piperazin-l-yl]sulfonyl} acetate product from Part B (17 g, 45.1 mmol) 
in dimethylformamide (65 mL) was added to a rapidly stirred mixture of N,N-bis(2- 

5 cWoroethyl)-N^2-methoxyethyl)ainine hydrochloride (12.8 g, 54 mmol), powdered 
potassium carbonate (37.3 g, 0.27 mol), 18-crown-6 (3.57 g, 13.5 mmol), and 
dimethylformamide (50 mL) at 60 °C in a 500 mL round-bottomed flask. After complete 
addition, the mixture was stirred at 60 °C for 24 hr. The reaction mixture was cooled to 
room temperature. The solvent was then removed in Vacuo. The residue was partitioned 

10 between ethyl acetate (300 mL) and water (500 mL), and the organic layer was further 
washed with water (3X300 mL) and brine (200 mL). The organic layer was then dried 
over magnesium sulfate and concentrated in vacuo to yield 21.5 g of a dark yellow semi- 
solid. Purification by recrystallization from a mixture of ethyl acetate and hexane yielded 
8.35 g of the desired compound in the form of a pale yellow solid (37%). l H NMR 

15 (CDC1 3 ) 5 2.0 (m, 2 H), 2.3 (m, 2 H), 2.45-2.7 (m, 4 H), 3.15 (m, 4 H), 3.33 (s, 3 H), 3.52 
(m, 4 H), 3.84 (s, 3 H), 6.76 (d, J = 9 Hz, 2 H), 7.45 (d, J = 9 Hz, 2 H); ES/MS showed nt/z 
= 526 (M+NH4). 

[785] Part D. Methyl 4-{[4-(4-butylphenyl)piperazin-l-yI]sulfonyl}-l-<2- 
methoxyethyl)piperidme-4-carboxyate. To a solution of the methyl 4- {[4-(4- 

20 bromophenyl)piperazin-l-yl]sulfonyl^^ 

product from Part C (1 .90 g, 3.77 mmol) in dry tetrahydrofuran (8 mL) in a 50 mL round- 
bottomed flask was added a 1 M solution of tri-n-butylborane in tetrahydrofuran (4.14 mL, 
4. 14 mmol), followed by 2 M aqueous potassium phosphate (5.6 mL, 1 1 .3 mmol) and 
[l,r-bis(diphenylphosphino)ferrocene] dichloropalladium (IT), complex with 

25 dichloromethane(l:l) (154 mg, 0.19 mmol). The reaction mixture was heated to reflux 
for 2 hr, and then cooled to room temperature. The mixture was partitioned between ethyl 
acetate (100 mL) and water (100 mL). The organic layer was washed with water (50 mL) 
and brine (50 mL), dried over magnesium sulfate, and concentrated in vacuo to produce 
1 .90 g of a black semi-solid. Purification by filtration through a 1 .5X2 inch pad of silica 

30 gel, followed by recrystallization from ethyl acetate and hexane, produced 0.997 g of pure 
4-butylphenyl piperazine intermediate in the form of a tan solid. ES/MS showed m/z = 482 
(M+H). 
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1786] Part E. Preparation of 4-{[4-(4-ButyIphenyl)piperazin-l-yl]sulfonyI}- 
l-(2-methoxyethyI)piperidine-4-carboxyic acid. A solution of the product from Part D 
above (0.995 mg, 2.07 mmol) in tetrahydrofuran (4 mL) and ethyl alcohol (4 mL) was 
treated with 50% sodium hydroxide (1 mL, 12.5 mmol), and heated to 50 °C for 1 hr. 

5 After cooling to room temperature, the reaction mixture was diluted with water (20 mL). 
5% HC1 (aqueous) was then added until the pH of the solution was approximately 7. A 
white precipitate formed with the addition of the HC1 solution, and this was collected by 
vacuum filtration. The solid was washed with water and hexane and then dried in vacuo 
for 24 hr to produce 0.923 g (95%) of a carboxyic acid in the form of a tan solid. ES/MS 

1 0 showed m/z = 468 (M+H). 

[787] Part F. Preparation of 4-{[4-(4-Butylphenyl)piperazin-l-yl]sulfonyI}-l- 
(2-methoxyethyl)-N-(tetrahydr(H2H-pyran-2-yloxy)piperidine-4-carboxamide. To a 
solution of the carboxyic acid product from Part E (0.912 g, 1.95 mmol) in 
dimethylformamide (5 mL) was added sequentially: l-(3-dimethylaminopropyl)-3- 

15 ethylcarbodiimide hydrochloride (0.559 g, 2.93 mmol), 1-hydroxybenzotriazole hydrate 
(0.448 g, 2.93 mmol), 1-methylmorpholine (0.64 mL, 5.85 mmol), and 0-(tetrahydro-2H- 
pyran-2-yl)hydroxyamine (0.457 g, 3.90 mmol). The reaction mixture was heated to 60 °C 
for 48 hr. Additional l-(3-dimethylaininopropyl)-3-ethylcarbodiimide hydrochloride 
(0.559 g, 2.93 mmol), 1-methylmorpholine (0.64 mL, 5.85 mmol), and 0-(tetrahydro-2H- 

20 pyran-2-yl)hydroxyamine (0.457 g, 3.90 mmol) were then added, and the mixture was 
stirred for an additional 24 hr. After 24 hr of heating, the reaction mixture was cooled to 
room temperature. The mixture was partitioned between ethyl acetate (100 mL) and water 
(100 mL), and the organic layer was washed with water (100 mL) and brine (100 mL). 
After drying over magnesium sulfate, the organic layer was concentrated in vacuo to 

25 produce 0.68 g tan solid. Purification by reverse-phase high pressure liquid 
chromatography produced a tetrahydropyranyl hydroxamic acid. 

[788] Part G. Preparation of 4-{[4-(4-butyIphenyI)piperazin-l-yl]sulfonyl}- 
N-hydroxy-l-(2-methoxyethyl)piperidine-4-carboxamide dihydrochloride. The 
product from Part F was dissolved in methyl alcohol (2 mL) and dioxane (2 mL), and a 4 

30 N HC1 solution in dioxane (2 mL) was added dropwise. The solution was stirred for 1 5 
min at room temperature. The volatiles were then removed in vacuo. Addition of 4 N 
HQ in dioxane was repeated for an additional 15 min, followed by removal of solvent in 
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vacuo. This produced 0.468 g of the desired compound in the form of a white solid (42% 
over two steps). ES/MS showed m/z = 483 (M+H). 

[789] Example 6. Preparation of N-Hydroxy-l-(2-methoxyethyl)-4-{[4-(4- 
5 pentylpheny!)piperazin-l-y^^ 




[790] Part A. Preparation of 9-pentyI-9-borobicyclononane in 
tetrahydrofuran. A solution of 1-pentene (1.1 g, 15.7 mmol) in dry tetrahydrofuran (20 
mL) in a 100 mL round-bottomed flask was immersed into an ice bath. A 0.5 M solution 
10 of 9-borobicyclononane in tetrahydrofuran (28 mL, 14 mmol) was added dropwise, 
maintaining a temperature of less than 5°C. After complete addition, the flask was 
removed from the ice bath and slowly warmed to room temperature. The mixture was 
stirred for 24 hr, producing a 0.29 M solution of 9-pentyl-9-borobicyclononane in 
tetrahydrofuran. 

1 5 [791] Part B. Preparation of 4-pentylphenyl piperazine. To a solution of 

me%l 4-{[4-(4-bromopheny^ 

carboxyate (0.402 g, 0.80 mmol, prepared as described in Part C of Example 5) in the 
0.29 M solution of 9-pentyl-9-borobicyclononane in tetrahydrofuran from Part A (4.1 mL, 
1.2 mmol) was added 2 M potassium phosphate (1.2 mL, 2.4 mmol) and [1,1'- 

20 bis(diphenylphosphino)ferrocene] dichloropalladium (II), complex with dichloromethane 
(1 : 1) (33 mg, 0.04 mmol). The reaction mixture turned dark brown with the addition of 
the palladium species. The mixture was heated to reflux for 1 hr, and then cooled to room 
temperature. The volatiles were removed in vacuo, and the resulting residue was 
partitioned between ethyl acetate (50 mL) and water (50 mL). The organic layer was dried 

25 over magnesium sulfate, and concentrated in vacuo to produce 0.5 g of a brown solid. 

Purification by flash column chromatography on silica gel produced 0.257 g of the pure 4- 

230 



BNSDOCID: <WO 03091 247A2 I > 



WO 03/091247 



PCT/US03/13123 



pentylphenyl piperazine in the form of white crystals (65%). ES/MS showed m/z = 496.71 
(M+H). 

[792] Part C. Preparation of l-(2-Methoxyethyl)-4-{[4-(4- 

pentylpheayl)piperazin-l-yl]sulfonyl}piperidine-4-carboxyic acid. A solution of the 
5 intermediate from Part B (0.257 g, 0.52 mmol) in dry tetrahydrofuran (3 mL) was treated 

with 90% potassium trimethylsilanolate (0.22 g, 1.56 mmol) at room temperature for 6 hr. 

The volatiles were removed in vacuo, The residue was then dissolved in water (25 mL). 

A 5% solution of HC1 in water was added to the reaction solution until the pH was 

approximately 3. A white precipitate formed, which was collected by vacuum filtration. 
10 The solid was washed with water and hexane, and then dried in vacuo to produce 0.21 g of 

a carboxyic acid product in the form of a white solid (84%). ES/MS showed m/z = 496.71 

(M+H). 

[793] PartD. Preparation of l-(2-Methoxyethyl)-4-{[4-(4- 
pentylphenyl)piperazin-l-yI]sulfonyl}-N-(tetrahydro-2H-pyran-2-yloxy)piperidine-4- 

15 carboxamide. To a solution of the carboxyic acid from Part C (0.181 g, 0.376 mmol) in 
1-methylpyrrolidinone (2 mL) was added sequentially l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.101 g, 0.526 mmol), 1-hydroxybenzotriazole hydrate 
(0.086 g, 0.564 mmol), 1-methylmorpholine (0.124 mL, 1.13 mmol), and 0-(tetrahydro- 
2H-pyran-2-yl)hydroxyamine (0.066 g, 0.564 mmol). The reaction mixture was heated to 

20 60 °C for 24 hr, and then additional l-(3-dimethylaminopropyl)-3-ethylcarbodiimide 
hydrochloride (0.101 g, 0.526 mmol), 1-methylmorpholine (0.124 mL, 1.13 mmol), and 
0-(tetrahydro-2H-pyran-2-yl)hydroxyamine (0.066 g, 0.564 mmol) were added. The 
mixture was then stirred for an additional 24 hr. After 24 hr of heating, the reaction 
mixture was cooled to room temperature. The mixture was partitioned between ethyl 

25 acetate (50 mL) and water (50 mL), and the organic layer was washed with water (50 mL) 
and brine (50 mL). After drying over magnesium sulfate, the organic layer was 
concentrated in vacuo to produce 0.18 g of a tan solid. Purification by reverse-phase 
HPLC produced 80.5 mg of a tetrahydropyranyl hydroxamic acid. 

[794] Part E. Preparation of N-Hydroxy-l-(2-methoxyethyl)-4-{[4-(4- 

30 pentylphenyl)piperazin-l-yl] sulfonyl} piperidine-4-carboxamide dihydrochloride. 

The product from Part D was dissolved in methyl alcohol (1 mL) and dioxane (1 mL), and 
a 4 N solution of HC1 in dioxane (1 mL) was added dropwise. The solution was stirred for 
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15 min at room temperature. The reaction solution was then poured into rapidly stirred 
diethyl ether (50 mL). A white precipitate formed, which was collected by vacuum 
filtration, washed with diethyl ether, and dried in vacuo. This yielded 57 mg of the desired 
compoundin the form of a white solid (73%). HRMS: calculated for Cm^^OsSi: 
497.2792; found: 497.2794. 

[795] Example 7. Preparation of N-hydroxy-4-({4-[4-(4,4,4- 
trffluorobutoxy)phenyflpiper^^ 
hydrochloride. 



CF 3 




10 u 

[7961 Part A. Preparation of l-acetyl-4-[4-(4,4,4- 

trifluorobutoxy)phenyl]piperazine 

O 

To a solution of l-acetyM<4-hydroxyphenyl)-piperizine (Aldrich, 20g, 90rmnol) in 
15 dhnethylformamide (100 mL) was added potassium carbonate (19 g, 136mmol), followed 
by bromo-trifluromethylbutane (25 g, 130mmol). The reaction mixture was stirred 
vigorously for 16 hr at 60 °C. Afterward, water was added to the mixture at 25 °C. The 
resulting precipitate was filtered and dried under vacuum to produce 30 grams (100% 
yield) of the desired compound in the form of a tan solid Proton NMR and MS were 
20 consistent with the desired structure. 



232 



BNSDOCtD". <W O 03091 247A2_L> 



WO 03/091247 



PCT/US03/13123 



[797] Part B. Preparation of l-[4-(4,4,4-trifluorobutoxy) phenyl] 



piperazine 




To 30 g of the l-acetyl-4-[4-(4,4,4-trifluorobutoxy)phenyl]piperazine product from Part A 
5 was added aqueous 6 N HC1 (100 mL). The resulting solution was heated to 60 °C for 16 
hr. Afterward, the solution was cooled to ambient temperature, and aqueous NaOH (100 
mL, 2.5N) was added. The milky mixture was placed into a refrigerator to cool for 2 hr. 
A solid (20 g, 77% yield) separated from the reaction mixture, and was subsequently 
filtered arid dried under vacuum. Proton NMR and MS were consistent with the structure. 
10 [798] Part. C. Preparation of l-(methylsulfonyl)-4-[4-(4,4,4- 

trifluorobutoxy)phenyl]piperazine 



To a solution of the l-[4-(4,4,4-trifluorobutoxy)phenyl]piperazine product from Part B 
(5g, 17mmol) in methylene chloride (50mL) was added triethyl amine (4mL). The 

15 mixture was cooled to 0 °C. Methane sulfonyl chloride (2.4g, 21mmol) in a solution of 
methylene chloride (lOmL) was then added dropwise. After 2 hr, the reaction was 
complete. The solvent was removed under reduced pressure to produce a solid residue. 
To this solid was added water (lOOmL). The resulting mixture was filtered and washed 
with water, and then dried under high vacuum to produce 6 g (95% yield) of the desired 

20 compound in the form of a tan solid. Proton NMR and MS were consistent with the 
desired structure. 
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[799] Part D. Preparation of tert-butyl ({4-[4.(4,4 ? 4- 
trifluorob0toxy)phenyl]piperazin-l-yl}sulfonyl)acetate 



H 3 C O O' ° 

A solution of the Hmethylsulfonyl)^ 
5 product fiom Part C (lOg, 27mmol) and di-tert-butyl dicarbonate(6.2g, 28mmol) in 
tetrahydrofuran (50 mL) was cooled to -78 °C. Lithium hexamethyldisilazane (80mL, 
mmol) was added dropwise. The reaction mixture was stirred as the temperature slowly 
rose to 0°C. After the reaction completed, aqueous ammonium chloride was added, and 
the mixture was extracted with ethylacetate and dried over sodium sulfate. The solvent 
10 was removed under reduced pressure to produce 7 g (92% yield) of the desired product in 
the form of a white solid (after washing with methanol). Proton NMR and MS were 
consistent with the desired structure. 

[800] Part E. Preparation of tert-butyl 4-({4-[4-(4,4,4- 
trifluorobutoxy)phenyllpiperazin-l-yl}sulfonyl)tetrahydro- 

15 2H-pyran^-carboxyate 




To a solution of the methylene sulfonamide product from Part D (4.66 g, 6.4 mmol) in 
dimethylacetamide (25 mL) was added potassium carbonate (3 g, 21 mmol), bis- 
bromoethyl ether (1.5 g, 6.4 mmol), and 18-Crown-6 (500mg). The slurry was stirred at 
20 60°C for 24 hr. Afterward, potassium carbonate (1 g, 7 mmol) and bis-bromoethyl ether 
(0.5 g, 2 mmol) were added, and the mixture was stirred at 60 °C. After a total of 48 hr, 
the reaction mixture was concentrated in vacuo. The residue was taken up in ethyl acetate, 
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10 



15 



I 



I 



washed with water 3 times, washed with saturated NaCl solution, dried over Na 2 S0 4 , 
filtered, and concentrated in vacuo. Methanol (2mL/g) was then added to the resulting the 
oil The resulting solid (2.5g, 71% yield) was collected and allowed to air dry. Proton 
NMR and MS were consistent with the desired structure. 

[801) Part F. Preparation of 4-({4-[4-(4,4,4- 
trifluorobutoxy)phenyI]piperazin-l-yl}sulfonyl)tetrahydro-2H-pyran- 
4-carboxyic acid 



The alpha-tetrahydropyran sulfonamide product from Part E (2.5.0 g, 4.6 mmol) was 
dissolved in methylene chloride (10 mL) and trifluoracetic acid (10 mL). The resulting 
mixture was stirred at ambient temperature for 5 hr. Afterward, the solution was 
concentrated in vacuo. The resulting residue was taken up in diethyl ether (50mL) and 
stirred vigorously. This produced a solid, which was collected by filtration and dried to 
produce the carboxyic acid product in the form of a white solid (2.1 g, 95%). Proton 
NMR and MS were consistent with the structure. 

[802] Part G: Preparation of N-(tetrahydro-2H-pyran-2-yloxy)-4-({4-[4- 
(4,4,4-trifluorobutoxy)phenyl]piperazin-l-yI}sulfonyl)tetrahydro-2H-pyran-4- 
carboxamide 



In dry equipment under N 2 , the carboxyic acid product from Part F (2 g, 4:2 mmol) was 
dissolved in dry dimethylacetamide (25 mL). The following reagents were then added to 
the solution in the following order: N-hydroxybenzotriazole hydrate (0.85 g, 6.28 mmol), 
triethylamine (1.75 mL, 12.56 mmol), O- (tetrahydro-2H-pyran-2-yl)hydroxyamine (0.74 
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g, 6.28 mmol), and l-(3^ethylaminopropyl>3-ethylcarbodiimide hydrochloride (1.6 g, 
8.37 mmol). The reaction mixture was stirred at 40 °C for 24 hr. Afterward, the reaction 
mixture was concentrated in vacuo. The residue was taken up in ethyl acetate, washed 
with water, washed with saturated NaHC0 3 , washed with saturated sodium chloride 

5 solution, dried over Na 2 S0 4 , filtered, and concentrated in vacuo to produce the desired 
THP hydroxamic acid compound in the form of a clear oil. Proton NMR and MS were 
consistent with the desired structure. 

[8031 Part H: Preparation of N-hydroxy-4-({4-[4-(4,4,4- 
trifluorobiitoxy)phenyI]piperazin-l- 

10 yl}sulfonyl)tetrahydro-2H-pyran-4-carboxamide hydrochloride 



To a solution of the THP hydroxamic acid product from Part G in diethyl ether (3 mL) 
was added 4N HC1 dioxane solution (6.2 mL) and methanol (0.6 mL). After 1 hr at 
ambient temperature, the reaction mixture was diluted with diethyl ether (30 mL), stirred 
1 5 for 30 min, and filtered under N 2 . The resulting solid was washed with diethyl ether (10 
mL), and dried in vacuo to produce the desired compound in the form of a white solid 
(800 mg). HRMS (ES+) M+ hr + calculated for C20H215F3N3O6S . C1H = 532.98; found = 
532.30. Proton NMR and MS were consistent with the desired structure. 

20 [804] Example 8. Preparation of N-hydroxy-4-({4-[5-(4- 

methoxyphenyl)pyrimidm-2-yl]piperazm-l-yl}sulfonyl)tetrahydro-2H-pyran-^ 

carboxamide hydrochloride. 
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[805] Part A: Preparation of tert-butyl 4-{[4-(5-bromopyrimidin-2- 
yI)piperazin-l-yl]sulfonyl} tetrahydro-2H-pyran«4-carboxyate 



To a solution of tert-butyl 4-(piperazin- 1 -ylsulfonyl)tetrahydro-2H-pyran-4-carboxyate 
(3.31 gm, 9.9 mmol, supplied by CarboGen)) in toluene (50 mL) was added 2-chloro-5- 
bromopyrimidine (2.0 g, 10 mmol) and triethyl amine (5.5 mL, 39.6 mmol). The 
resulting solution was refluxed for 18 hr, diluted with water (25 mL), and extracted with 
ethyl acetate. The organic layer was washed with water, washed with saturated NaCI, 
dried over MgSC>4, filtered, and concentrated in vacuo to produce a solid. The solid was 
triturated with diethyl ether, and filtered to produce the desired compound in the form of a 
white solid. (4.7 gm, 99%). MS MH+ calculated for Ciglfeg^SOsBr: 492; found: 492.00. 

[806] Part B. Preparation of tert-butyl 4-({4-[5-(4- 
methoxyphenyl)pyrimidin-2-yl]pipera^ 
carboxyate 



To the tert-butyl 4-{[4-(5-bromopyrimidin-2-yl)piperazin-l-yl]sulfonyl} tetrahydro-2H- 
pyran-4-carboxyate product from Part A (500 mg, 1.02 mmol) in ethylene glycol 
dimethyl ether (DME, 7 mL) was added 4-methoxybenzene boronic acid (170 mg, 1.11 
mmol), cesium carbonate (665 mg, 2.04 mmol) in water (4 mL), and 
tetrakis(triphenylphosphine) palladium (0) (85 mg, 0.74 mmol). The resulting mixture 
was stirred at 80°C for 18 hr, diluted with water (15 mL), and extracted with ethyl acetate. 
The organic layer was washed with water, washed with saturated NaCI, dried over 
MgSCU, filtered, and concentrated in vacuo to produce an oil. Chromatography (on silica, 
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10% ethyl acetate/hexane) produced the desired compound in the form of a solid (313 mg, 
59%). HRMS MH+ calculated for C^sH^N^: 519.2277; found: 519.2327. 

1807] Part C. Preparation of 4-({4-[5-(4-methoxyphen y l)pyrimidin-2- 
yllpiperazin-l-yllsulfonyOtetrahyd^H-pyran-^carboxyic acid trifluoroacetate 



15 



HO' 




To the tert-butyl 4K{4-[5<4-memoxyphenyl)pyrinndm-2-yl]piperazm-l-yl} 
sulfonyl)tetrahydro-2H-pyran-4-carboxyate product of Part B (300 mg, 0.57 mmol) was 
added triflouroacetic acid (3 mL, 39.6 mmol). The resulting solution was stirred at 
ambient temperature for 2 nr. The solution was then concentrated in vacuo to produce the 
10 desired acid in the form of a solid (100%). HRMS MH+ calculated for C 21 H 26 N 4 S0 6 = 

463.1651; found = 463.1628. 

[8081 Part D. Preparation of 4-({4-[5-(4-methoxyphenyl)pyrimidin-2- 

y l]piperazm-l-yl}sulfonyl>-N^ 
carboxamide 



° a a 





A solution of the tert-butyl 4<{4-[5K4-memoxyphenyl)pyrimidin-2-yl]piperazin-l- 
yl}sulfonyl)tetrahydro-2H-pyran-4-carboxyate acid trifluoroacetate product from Part C 
(266 mg, 0.57 mmol), N-hydroxybenzotriazole (97.2 mg, 0.72mmol), 4-methylmorpholine 
(0.20 mL, 1.8 mmol), 0-tetrahydro-2H-pyran-2-yl-hydroxyamine (105 mg, 0.9 mmol), 
20 and l-(3-dimemylammopropyl)-3-emylcarbodiiim hydrochloride (161 mg, 0.84 mmol) 
in DMF (1 1 mL) was stirred at ambient temperature under an argon atmosphere for 18 hr. 
Afterward, the solution was concentrated in vacuo, diluted with water (20 mL), and 
extracted with ethyl acetate. The organic layer was washed with water, washed with 
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saturated NaCl, dried over MgSC>4, and concentrated in vacuo to produce a solid. 
Chromatography (on silica, 5% methanol/acetate) produced the desired compound in the 
form of a solid (128 mg, 39%). MS H+ calculated for C26H 3 5N 5 S0 7 : 562; found: 562.20 
[809] Part E. N-hydroxy-4-({4-[5-(4-methoxyphenyl)pyrimidin-2- 
5 yl]piperazin-l-yI}sulfonyl)tetrahydrO"2H-pyran-4-carboxamide hydrochloride 



To a suspension of the protected hydroxamic acid from Part D (128 mg, 0.228 mmol) in 
methanol (1 mL) was added 4N HC1 (1 mL). The resulting mixture was stirred at ambient 
temperature under an argon atmosphere for 2 hr. The mixture was then concentrated in 
10 vacuo to produce a solid. The solid was triturated with diethyl ether and then filtered to 
produce the desired hydroxamic acid as white solid (95 mg, 81%). HRMS MH+ 
calculated for CziBbvNsSOe: 478.1760; found 478.1786. 

[810] Example 9. Preparation of N-hydroxy-l-(2-methoxyethyl)-4-({4-[4- 
15 (4,4 9 4-trifluorobutoxy)phenyl]piperazin-l-yl}sulfonyl)piperidine-4-carboxamide 
dihydrochloride. 



[811] Part A. Preparation of tert-butyl l-(2-methoxyethyl)-4-({4-[4-(4,4,4- 
trifluorobutoxy)phenyI] piperazin-l-yl}sulfonyl)piperidine-4-carboxyate. To a 

20 solution of the methylene sulfonamide (4.66 g, 10 mmol, prepared according to Part D of 
Example 7) in dimethylacetamide (25 mL) was added potassium carbonate (4.83 g, 35 
mmol), bis-[N-(2-cMoroethyl)}>N-(2-metboxyethyl)amine hydrochloride (2.6 g, 11 
mmol), and 18-Crown-6 (500mg). The resulting slurry was stirred at 60 °C for 24 hr. 
Afterward, potassium carbonate (0.48 g, 3.5 mmol) and bis-N- (2-chloroethyl)-N- (2- 
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methoxyethyl) amine hydrochloride (0.26 g, 1.1 mmol) were added, and the resulting 
mixture was stirred at 60 °C for 48 hr. Afterward, the mixture was concentrated in vacuo. 
The resulting residue was taken up in ethyl acetate, washed with water 3 times, washed 
with saturated NaCl solution, dried overNa 2 S0 4 , filtered, and concentrated in vacuo. 
5 Chromatography (on silica, ethyl acetate with 10% methanol/hexanes) produced the 
desired alpha-piperidine substituted sulfonamide in the form of a light yellow foam (3.15 
g,53%). 

[8121 Part B: Preparation of l-(2-methoxyethyl)-4-({4-[4-(4,4,4- 

trifluorobutoxy) phenyl] piperazin-1- 

10 yl} sulfonyl) piperidine-4-carboxyic acid. The alpha-piperidine substituted sulfonamide 
product from Part A (3.0 g, 5.06 mmol) was dissolved in methylene chloride (5.0 mL) and 
trifluoracetic acid (10 mL). The resulting mixture was stirred at ambient temperature for 5 
hr. Afterward, the solution was concentrated in vacuo. The resulting residue was taken up 
in methylene chloride (25 mL), and Ihen concentrated in vacuo. The resulting residue was 

15 dissolved in 2.5 N NaOH (30 mL), extracted with ethyl acetate (25 mL), and cooled to 5 
°C. The aqueous solution was treated with 6N HC1 until the pH was 7. The solid was 
collected by filtration, and dried to produce the desired carboxyic acid product in the form 

of a white solid (2.35 g, 86%). 

[8131 Part C. Preparation of l-(2-methoxyethyl)-N-(tetrahydro-2H-pyran-2- 

20 yloxy)^{4-[4-(4A4-trffluo^ 

carboxamide. In dry equipment under N 2 , the carboxyic acid from Part B (2.25 g, 4.18 
mmol) was dissolved in dry dimethylacetamide (25 mL). Afterward, additional reagents 
were added in the following order: N-hydroxybenzotriazole hydrate (0.85 g, 6.28 mmol), 
triemylamine (1.75 mL, 12.56 mmol), (>(tehahydio-2H-pyran-2-yl)hydroxyamine (0.74 
25 g, 6.28 mmol), and l-(3^emylammopropyl)-3-emylcarbomimide hydrochloride (1.6 g, 
8.37 mmol). The reaction mixture was stirred at 40°C for 24 hr. Afterward, the reaction 
mixture was concentrated in vacuo. The residue was taken up in ethyl acetate, washed 
with water, washed with 5% KHS0 4 , washed with saturated NaHC0 3 , washed with 
saturated sodium chloride solution, dried over Na 2 S0 4 , filtered, and concentrated in vacuo. 
30 Chromatography (on silica, ethyl acetate with 10% memanol/hexanes) produced the 
desired THP hydroxamic acid in the form of a light yellow foam (1.73 g, 65%). 
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[814] Part D. Preparation of N-hydroxy-1- (2-methoxyethyl>4-({4-[4-(4,4 ? 4- 
trifluorobutoxy) phenyl] piperazinrl-yl} sulfonyl) piperidine-4-carboxamide 
dihydrochloride. To a solution of the THP hydroxamic acid product from Part C (1.57 
g, 2.43 mniol) in 1,4-dioxane (3 mL) was added 4N HC1 dioxane solution (6.2 mL) and 
5 methanol (0.6 mL). After 1 hr at ambient temperature, the mixture was diluted with 
diethyl ether (30 mL), stirred for 30 min, and filtered under N 2 . The resulting solid was 
washed with acetonitrile (10 mL), and dried over phosphorus pentoxide in vacuo to 
produce the desired compound in the form of a white solid (1.47 g, 95%). HRMS (ES+) 
M+ hr + calculated for C23H35N4O6S1F3 : 553.2302; found 553.2315. 



fluorophenol (5.21 g; 27.2 mmol), cesium carbonate (8.866 g; 27.2 mmol), 
tetrabutylammonium iodide (0.250 g, 0.7 mmol), and bromomethylcyclopropane (4.334 g; 
32.1 mmol) were suspended in N-methylpyrrolidinone (15 mL). The resulting mixture 
was warmed to 80 °C for 1 0 min. The temperature was then lowered to 50 °C. After 2 hr, 

20 the mixture was allowed to cool, diluted with water (200 mL), and extracted with ethyl 
ether (200 mL; then 2 X 100 mL). The combined organic phases were dried over 
magnesium sulfate, filtered through a silica plug, and concentrated to produce an aryl 
bromide product (6.58 g; 99%). The product was characterized by nuclear magnetic 
resonance and liquid chromatography mass spectroscopy. 

25 [817] Part B. Preparation of aryl piperazine intermediate. The aryl bromide 

from Part A (6.58 g; 26.9 mmol) was combined with t-butylpiperazine carboxyate (5.98 
g; 32 mmol), rac-2,2 , -bis(diphenylphosphino)-l,l t -binaphthyl (0.665 g; 1.06 mmol), 
sodium t-butoxide (3.6 g; 37.4 mmol), 1 ,4-dioxane (25 mL), and, lastly, 



10 



[815] Example 10: Preparation of l-cyclopropyl-4-[[4-[4- 
(cyclopropylmetho\7)^-fluorophenyl]-l-piperazinyl]sulfonyI]-N"hydroxy-4- 
piperidinecarboxamide, dihydrochloride. 




[816] Part A. Preparation of aryl bromide intermediate. 4-Bromo-2 
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trisCdibenzyUdeneaceton^dipalladium (0) (0.507 g; 0.55 mmol). The mixture was stirred 
while lowering the temperature in an oil bath set to 50 °C. The temperature of the bath 
was then raised to 100 °C over 30 min. After 1.5 hr, thin layer chromatography of the 
mixture indicated that the reaction was complete. The mixture was allowed to cool, 

5 diluted with water (300 mL), and extracted with dichloromethane (2 X 150 mL). The 
combined organic layers were dried using magnesium sulfate. Filtration through a silica 
plug followed by concentration produced an aryl BOC piperazine product in the form of a 
dark oil (12.28 g, quantitative), which was characterized by nuclear magnetic resonance 
and liquid chromatography mass spectroscopy. The crude aryl BOC piperazine product 

10 was diluted with methanol (200 mL). Acetyl chloride (12.5 mL, 175 mmol) was then 
added over 5 min, and the resulting solution was warmed to reflux. After 1 hr, the 
reaction was finished. The mixture was allowed to cool to ambient temperature, causing a 
preciptate to begin forming. The solution was decanted into dry ether (500 mL), causing 
more precipitate to form. The precipitate was collected and dried under vacuum, 

15 producing 8.65 g of an aryl piperazine product in the form of a white crystalline product (~ 
quantitative). 

[818] Part C. Preparation of aryl sulfonamide intermediate. The aryl 
piperazine from Part B (8.65 g, 30 mmol) was diluted with triemylamine (11 mL, 79 
mmol), N,N-dimemylformamide (7 mL), and dichloromethane (150 mL). The mixture 
20 was stirred while being cooled to 0°C. Methanesulfonylchloride (2.9 mL; 37.5 mmol) was 
then added over 5 min. Afterward, the mixture was warmed to room temperature and 
stirred continuously for 2 hr. The resulting residue was diluted with water (500 mL), and 
extracted with dichloromethane (2 X 100 mL). The combined organic layers were filtered 
through silica. Removal of the organic solvent produced an aryl sulfonamide in the form 

25 of a white solid (8.6 g, 87%). 

[819] Part D. Preparation of carboxyic acid intermediate. The aryl 
sulfonamide (4.8 g; 14.6 mmol) from Part C was dissolved in dry tetrahydrofuran (50 
mL) and cooled to -78 °C. Lithium bis(trimethylsilyl)amide (1 M in THF, 43 mL) was 
added dropwise. The reaction then warmed to ambient temperature, and changed from a 
30 suspension mixture into a homogenous orange solution. The mixture was re-cooled to -78 
°C, and dimethyl carbonate (1.42 mL, 15.8 mmol) was added all at once. The reaction 
mixture was warmed to 0°C, and poured into a saturated solution of ammonium chloride. 
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The solution was extracted with ethyl acetate (3 X 100 mL). The combined organic layer 
was dried over magnesium sulfate. Filtration through a silica plug, followed by removing 
the solvent, produced (4.15 g, 73 %) of a carboxyic acid in the form of a crude product. 
[820] Part E. Preparation of carboxyic ester intermediate. Bis- 

5 (chloroethyl)cyclopropylamine hydrochloride (3.15 g, 14.4 mmol), 18-crown-6 (0.95 g, 
3.6 mmol), and potassium carbonate (9.95 g, 72 mmol) were dissolved in N,N- 
dimethylformamide (10 mL). The mixture was heated to 85 °C. The carboxyic acid from 
Part D (4.15 g; 12 mmol) was suspended in N,N-dimethylformamide (5 mL), and slowly 
added to the mixture. The temperature was increased to 125 °C, and stirred for 3 hr. 

1 0 Afterward, the mixture was cooled to ambient temperature. 200 mL of water was added to 
the mixture, and the mixture was extracted with ethyl acetate (2 X 150 mL). The organic 
layer was dried over magnesium sulfate and filtered through a silica plug. Removal of the 
organic solvent produced 2.82 g (52 %) of a carboxyic ester product. 

[821] Part F. Preparation of THP-hydroxamic acid intermediate. The 

15 carboxyic ester from Part E (2.82 g; 5.5 mmol) was dissolved in a mixture of ethanol (70 
mL) and water (22 mL). Potassium hydroxide (2.21 g, 55 mmol) was added, and the 
resulting mixture was refluxed for 3 hr. The mixture was cooled to ambient temperature 
and acidified with concentrated HC1 to pH~3. The desired carboxyic acid product was 
extracted with ethyl acetate (2 X 100 mL), dried over magnesium sulfate, and filtered 

20 through a silica plug. Removal of the solvent produced a crude carboxyic acid. The crude 
carboxyic acid was suspended in N,N,dimethylformamide (12mL). 1- 
Hydroxybenzotriazole (0.912 g, 6.7 mmol), 4-methylmorpholine (1.825 g, 18 mmol), and 
0-(tetrahydro-2J3-pyran-2yl)hydroxyamine (1.12 g, 9.5 mmol) were added to the mixture. 
Lastly, l-[2-(dimethylamino)propyl]-3-ethylcarbodiimide hydrochloride (1.56 g, 8.1 

25 mmol) was added. Afterward, the mixture was heated to 65°C, and stirred for 2 hr. The 
mixture was then cooled to ambient temperature, and water (500 mL) was added. Ethyl 
acetate (2 X lOOmL) was used to extract the organic product. The combined organic 
phases were dried over magnesium sulfate and concentrated. The residue was purified by 
flash chromatography, affording a THP-hydroxamic acid in the form of a white foam (0.86 

30 g,27%). 

[822] Part G. Preparation of l-cyc!opropyl-4-[[4-[4-(cyclopropylmethoxy>-3- 
fluorophenyl]-l-piperazinyl)suifonyI]-N-hydroxy-4-piperidinecarboxamide, 
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dihydrochloride. The THP-hydroxamic acid from Part F (0.860 g; 1.48 mmol) was 
diluted with methanol (15 mL). Acetyl chloride (0.2 mL, 2.8 mmol) was added. A white 
precipitate started to form. After 15 min, the reaction mixture was washed with diethyl 
ether (2X10 mL), and concentrated to produce the desired aryl hydroxamic acid in the 
5 form of a white foam (488 mg; 67%). MS MH* calc'd. for C^FN^S 497; found 497. 

|823) Example 11. Preparation of 4-[[4-(4-butoxy-3-fluorophenyl)-l- 
piperazinyl]sulfonyll-N-hydroxy-l-(2-metlioxyethyl)-4-piperiduiecarboxamide, 

dihydrochloride. 



[8241 Part A. Preparation of aryl ether intermediate. 4-Bromo-2-fluoro- 
phenol (19.1 g; 100 mmol), cesium carbonate (39.1 g; 120 mmol), tetrabutylammonium 
iodide (900 mg), and bromobutane (12.8 mL; 120 mmol) were suspended inN- 
methylpyrroUdinone(20mL). The mixture was then warmed to 85°C. During the course 

1 5 of reaction, an additional 20 mL of N-methylpyrrolidinone was added to facilitate stirring. 
After 2 hr, the mixture was allowed to cool, diluted with water (400 mL), and extracted 
with 1:1 hexanetethyl acetate (400 mL; then 100 mL). The combined organic phases were 
dried over magnesium sulfate, filtered through a silica plug, and concentrated to produce 
an aryl ether in the form of an oil (23.72 g; 96%). The product was characterized by 

20 nuclear magnetic resonance. 

[825] Part B. Preparation of aryl piperazine dihydrochloride intermediate. 
The aryl ether from Part A (23.75 g; 96 mmol) was combined with t- 
butoxycarbonylpiperazine (21.39 g; 115 mmol), rac-2,2'-bis(diphenylphosphino> 
1,1'binaphthyl (2.36 g; 3.8 mmol), sodium t-butoxide (12.0 g; 125 mmol), 1,4-dioxane (75 

25 mL), and, lastly, tris(dibenzylideneacetone)dipalladium (0) (1.10 g; 1.2 mmol). The 

mixture was lowered into an oil bath set to 50 °C while being stirred. The temperature of 
the bath was raised over 30 min to 100 °C. At that point, thin layer chromatography of the 
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reaction mixture indicated that the reaction was complete. The mixture was allowed to 
cool, and was then diluted with water (500 mL) and extracted with dichloromethane (2 X 
300 mL). The combined organic layers were dried using magnesium sulfate. Filtration 
through a silica plug, followed by concentration, produced an aryl BOC piperazine in the 

5 form of a dark oil (33.8 g, 95%), which was characterized by nuclear magnetic resonance. 
The aryl BOC piperazine was diluted with dry methanol (700 mL). Acetyl chloride (17 
mL) was then added over 10 min. The solution was warmed to reflux. After 1 hr, the 
reaction mixture was allowed to cool to ambient temperature. The mixture was then 
poured into dry ether (1.6 L). An aryl piperazine dihydrochloride precipitate was collected 

10 by filtration and dried in vacuo, producing 26.23 g of an aryl piperazine dihydrochloride 
product as white crystals (81 %). Elemental Anal. Calc'd. for C14H21FN2O (2HC1): C, 
51.65; H, 7.07: N, 8.61; found: C, 51.89; H, 7.03: N, 8.52. 

[8261 Part C. Preparation of sulfonamide intermediate* The aryl piperazine 
dihydrochloride from Part B (10.0 g, 39.6 mmol) was suspended in a mixture of 

1 5 methylene chloride (140 mL), N,N-dimethylformamide (13 mL), and triethylamine (14 g, 
139 mmol). The resulting mixture was stirred for 30 min at 0 °C. Methanesulfonyl 
chloride (4.9 g, 43 mmol) was then added dropwise. After 30 min, the ice bath was 
removed and the mixture was stirred for 2 hr at ambient temperature. The mixture was 
diluted with water (800 mL), and extracted with methylene chloride (2 X 150 mL). The 

20 combined organic layers were dried over magnesium sulfate and filtered through a silica 
plug. Concentration produced a sulfonamide product (9.7 g, 75%) in the form of a pale 
yellow solid. 

[827] Part D. Preparation of ester intermediate. The sulfonamide product 
from Part C (9.7 g, 29.5 mmol) was dissolved in tetrahydroforan (60 mL), and then 

25 cooled to -78 °C. Lithium hexamethyldisilazide (1 M in THF, 100 mL) was added over 10 
min. The reaction mixture was allowed to warm to room temperature to allow for 
complete dissolution of the anion. The mixture was then cooled back down to -78 °C. 
Afterward, dimethylcarbonate (2.65 g, 29.5 mmol) was added. The reaction mixture was 
allowed to warm to 0°C, and then poured into 600 mL of saturated ammonium chloride 

30 with vigorous swirling to quench the anion. The mixture was then extracted with ethyl 
acetate (3 X 150 mL). The combined organic phases were dried over magnesium sulfate, 
filtered through silica, and concentrated to produce an ester in the form of a solid (10.8 g) 
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[828] Part E. Preparation of piperidine ester intermediate. To a mixture of 
18-crown-6 (0.92 g, 3.49 mmol), potassium carbonate (9.56 g, 69.3 mmol), and N,N-bis(2- 
chloroethyl)-2-methoxyethylamine hydrochloride (3.30 g, 13.9 mmol) in DMF (23 mL) at 
60 °C under an atmosphere of N 2 was added the ester of Part D (4.50 g, 1 1 .6 mmol) as 

5 two portions 1 5 min apart After 5 hr at 90 °C, the mixture was concentrated in vacuo, 
diluted with water (350 mL), and extracted with ethyl acetate(3xl00 mL). The organic 
layer was washed with water (2x100 mL) and brine (100 mL), dried over magnesium 
sulfate, concentrated in vacuo, and purified by flash chromatography (methyl alcohol/ethyl 
acetate) to produce a piperidine ester in the form of an off-white solid (3.04 g, 51% yield): 

10 MS MH* calcd. for C24H39FN3O6S 516; found 516. 

[829] Part F. Preparation of O-protected hydroxamic acid intermediate. 
After a solution of the piperidine ester of Part E (2.90 g, 5.80 mmol) and aqueous 50% 
NaOH (4.64g, 58.0 mmol) in methanol (29 mL) and THF (59 mL) was heated at reflux for 
1 .5 hr, the solution was concentrated in vacuo to a white solid. The solid was dissolved 

1 5 into a water-acetonitrile solution, and the pH was adjusted to 1 with concentrated HC1. 
The solution was concentrated to produce the crude acid as a HC1 salt-NaCI mixture (MS 
MH* calcd. for C23H36FN3O6S 502; found 502). A mixture of the crude acid, 1- 
hydroxybenzotriazole hydrate (1.38 g, 10.2 mmol), triethylamine (7.92mL, 56.8 mmol), 
0-(tetrahydro-2H-pyran-2-yl)hydroxyamine (1.15 g, 9.82 mmol), and l-(3- 

20 dimethylaminopropyl)-3-ethylcarbodiiruide hydrochloride (1 .89 g, 9.86 mmol) in DMF 
(60 mL) under an atmosphere of N2 was heated at 60°C for 16 hr. The mixture was 
concentrated in vacuo, diluted with ethyl acetate (300 mL), washed with water (3 x 100 
mL) and brine (100 mL), dried over magnesium sulfate, and concentrated to produce a 
clear, yellow oil. Chromatographic purification (MeOH/CI^Cb) produced an O-protected 

25 hydroxamic acid product in the form of a tan foam (1 .80 g, 52% yield): MS Mtf" calcd. 
for C28H45FN4O7S 601; found 601. 

[830] Part G. Preparation of 4-[[4-(4-butoxy-3-fluorophenyl)-l- 
piperaztayi]sutfonyl]-N-hydroxy-l-(2^ 

dihydrochloride. A solution of the O-protected hydroxamic acid of Part F (1.80 g, 3.00 
30 mmol) and acetyl chloride (1.09 g, 14.4 mmol) in methanol (30 mL) was stirred at ambient 
temperature for 30 min. The solution was poured into ethyl ether (300 mL), and the solid 
was collected, washed with ether, and dried in vacuo at 40°C overnight to produce the 
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desired compound in the form of a white solid (1 .32 g, 75% yield): Anal. Calcd. For 
C23H37FN4O6S 2HCI: C, 46.86; H, 6.67; N,. 7.21; found C, 46.71; H, 7.05; N, 9.47. MS 
MH+ calcd. for C23H37FN4O6S 2HCI 517; found 517. 



10 (piperazin-l-ylsulfonyl)tetrahydro-2H-pyran-4-carboxyate (1.55 g, 4.6 mmol), l-bromo-3- 
fluoro-biphenyl (1.16 g, 4.6 mmol), BINAP (115 mg, 0.18 mmol), sodium t-butoxide (622 
mg, 6.5 mmol), and dioxane (10 mL) were combined. The resulting mixture was lowered 
into an 80 °C oil bath. Pd 2 (DBA) 3 (85 mg, 0.09 mmol) was added to the mixture, and the 
mixture was then stirred overnight. Afterward, the reaction mixture was allowed to cool, 

15 diluted with water (400 mL), and extracted with ethyl acetate (2 X 150 mL). The organic 
layer was dried over magnesium sulfate. Concentration produced 2.3 g of a crude 
biphenyl ester. 

[833] Part B. Preparation of biphenyl acid intermediate. The biphenyl ester 
product from Part A (2.3 g, 4.5 mmol) was dissolved in trifluoroacetic acid and stirred at 

20 ambient temperature for 4 hr. The solvent was removed, azeotroping with acetonitrile. The 
crude biphenyl acid product was dried in vacuo. 

(834] PartC. Preparation of THP-hydroxamic acid intermediate. To the 
dried biphenyl acid product from Part B was added N-methylmorpholine (1 .4 g, 14 
mmol), 0-(tetrahydro-2H-pyran-2-yl)hydroxyamine (0.91 g, 7.8 mmol), 1- 

25 hydroxybenzotriazole hydrate (0.74 g, 5.5 mmol), and N,N-dimethylformamide (15 mL). 
After 10 min of stirring, l«(3-dimethylaininopropyl)-3-ethylcarbodiimide hydrochloride 
(1.22 g, 6.4 mmol) was added to the mixture, and the mixture was heated to 80°C for 4 hr. 
The reaction mixture was allowed to cool, diluted with water (400 mL), and extracted with 



[831] Example 12. Preparation of 4-{[4<2-fluoro-l,l , -biphenyl-4- 
yl)piperazin-l-yl]su!fonyl}-N-hydroxyte^ 
hydrochloride. 




[832] Part A. Preparation of biphenyl ester intermediate. Tert-butyl 4- 
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ethyl acetate (3 X 150 mL). The combined organic layers were dried over magnesium 
sulfate and concentrated. The resulting residue was purified by flash chromatography, 
affording a THP-hydroxamic acid in the form of a foam. 

[8351 Part D. Preparation of 4-{[4-(2-fluoro-l,l'-biphenyl-4-yl)piperazin-l- 

5 yl]sulfonyl}-N-hydroxvtetrahydro-2H-pyran-4-carboxamide hydrochloride. The 
THP-hydroxamic acid from Part C was dissolved in methanol. Acetyl chloride (ca. 1 
mL) was added slowly. After 10 min, the product was precipitated by addition of ether 
(20 mL). The solid was collected and dried in a vacuum oven at 50 °C, affording 520 mg 
of the desired biphenyl hydroxamic acid (23% from the biphenyl ester). MS MH+ calcd. 

10 for C22H27N3O5FS 464.1655, found 464.1650. 

[836| Example 13. Preparation of 4-{[4-(3-fluoro-4-pentylphenyl)piperazin- 
l-yllsulfonyl}-N-hydroxy-l-(2-methoxyethyl)piperidine-4-carboxamide 

dibydrochloride. 

V 

Sv N^ HCi 



15 




[8371 Part A. Preparation of alkene intermediate. To a mixture of 4-bromo- 
2-fluorobenzaldehyde (2.00 g, 9.86 mmol) and potassium carbonate (1.72 g, 12.10 mmol) 
in isopropyl alcohol (5 mL) under an atmosphere of N 2 at ambient temperature was added 
butyltriphenylphosphonium bromide (4.92 g, 12.3 mmol). The reaction mixture was 
20 heated at 80 °C for 1 8 hr, concentrated in vacuo, diluted with ether, and filtered through a 
silica bed. The filtrate was concentrated in vacuo to produce an alkene in the form of a 
clear, colorless liquid (1.78 g, 74% yield). The proton NMR spectrum was consistent for 
the desired alkene as a mixture of cis and trans isomers. 

[8381 Part B. Preparation of aryl alkene intermediate. The alkene product 
25 from Part A (0.810 g, 3.33 mmol) was added to a 65 °C mixture of tert-butyl l-(2- 

memoxyemyl)-4-(piperazm-l-ylsulfon^ (1-23 g, 3.15 mmol), 

sodium tert-butoxide (0.354 g, 3.68 mmol), racemic-2^'-bis(mphenylphosphino>l,l'- 
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binaphthyl(0.049 g, 0.078 mmol), and tris(dibenzylideneacetone)-dipalladium(0) (0.024 g, 
0.026 mmol) in anhydrous l ? 4-dioxane (5.7 mL) under an N2 atmosphere. After heating 
the black mixture at 65 °C for 2 hr and 80°C for 3 hr, the ambient mixture was poured into 
water (150 mL) and extracted with CH2CI2 (3x50 mL). The organic layer was washed 

5 with' water (2x50 mL), dried over MgSC>4, concentrated in vacuo, and purified by flash 
chromatography (silica gel; methanol/ethyl acetate) to produce an aryl alkene product in 
the form of a tan solid (1.29 g, 74% yield). The proton NMR spectrum was consistent for 
the desired structure as a mixture of cis and trans isomers. 

[839] Part C. Preparation of aryl pentane intermediate. Hydrogenation of 

1 0 the aryl alkene product from Part B (1 .20 g, 1 .8 1 mmol) in ethanol with 4% Pd on carbon 
at ambient temperature produced an aryl pentane product in the form of a white solid (0.95 
g, 95% yield): MS MH* calcd. for C28H47FN3O5S 556; found 556. 

[840] Part D. Preparation of acid intermediate. A solution of the aryl pentane 
product from Part C (0.900 g, 1.67 mmol) in trifluoroacetic acid (10 mL) was stirred at 

15 ambient temperature for 1 8 hr. The solution was treated with 4N HC1 in dioxane and 

concentrated in vacuo to produce an acid product in the form of a tan solid (0.679 g, 73% 
yield): MS MH* calcd. for C24H39FN3O5S 500; found 500. 

[841] PartE. Preparation of O-protected hydroxamic acid intermediate. A 
mixture of the acid product from Part D (0.670 g, 1.17 mmol), 1-hydroxybenzotriazole 

20 hydrate (0.237 g, 1.75 mmol), N-methylmorpholine (0.43mL, 3.9 mmol), O(tetrahydro- 
2H-pyran-2-yl)hydroxyamine (0.238 g, 2.03 mmol), and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (0.278 g, 1.75 mmol) in DMF (5 mL) under an 
atmosphere of N2 was heated at 60°C for 18 hr. The mixture was concentrated in vacuo, 
diluted with acetonitrile, and concentrated in vacuo. The resulting residue was partitioned 

25 between saturated NaHC0 3 (150 mL) and CH 2 C1 2 (50 mL). The aqueous layer was 

extracted with CH2CI2 (2 x 50 mL). The combined organic layers were washed with water 
(50 mL), dried over MgSCU, and concentrated in vacuo to a clear, yellow oil... 
Chromatography purification (silica gel; methanol/ethyl acetate) produced an O-protected 
hydroxamic acid product in the form of a solid (0.396 g, 56% yield): MS MH* calcd. for 

30 C 2 9H48FN 4 0 6 S 599; found 599. 

[842J Part F. Preparation of 4-{[4-(3-fluoro-4-pentylphenyl)piperazin-l- 
yllsuIfony]}-N-hydroxy-l-(2-methoxyethyl)piperidine-4-carboxamide 
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dihydrochloride. A solution of the O-protected hydroxamic acid product from Part E 
(0.390 g, 0.651 mmol) and acetyl chloride (0.236 g, 3.13 mmol) in methanol (6 mL) was 
stirred at ambient temperature for 1 nr. The solution was poured into ethyl ether (1 00 
mL). The solid was collected, washed with ether, and dried in vacuo at 40 °C in a vacuum 
overnight to provide the desired compound in the form of a tan solid (0.27 g, 70% yield) 
MS MH* calcd. for C 2 4H4oFN 4 0 5 S 515; found 515. 

[8431 Example 14. Preparation of N-hydroxy-4-({4-[4-(2- 

methoxyethoxy)phen y llp^^ 

hydrochloride. 




0 

[844] Part A: Preparation of l-broroo-4-(2-metho X yethoxy)benzene. 

To a room temperature solution of 4-bromophenol (5 g, 28.9 mmol) in 15 mL DMF under 
N 2 was added 2-bromoethyl methyl ether (5 g, 36.4 mmol) and potassium carbonate (4.4 

15 g, 31.8mmol). The resulting solution was stirred overnight at ambient temperature under 
' N 2 . Afterward, no starting material remained. The mixture was concentrated, partially 
dissolved in ethyl acetate (50 mL), and filtered. The filtrate was concentrated under ^ 
reduced pressure, affording 5 .6 g of crude oil. ! H NMR and mass spectrometry (MNa + = 
287.0) were consistent with the desired product. 

20 [8451 PartB: Preparation of tert-butyl 4-({4-[4-(2- 

methoxyethoxtfphenyllpiper^^ 

o 

1 



CH3 Q 0.,j 



N CH 3 
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To a solution of tert-butyl 4-(piperazinylsulfonyl)perhy(frc^2H-pyran-4-carboxylate (1.5 g, 
4.5 mmol, supplied by CarboGen) in toluene (40 mL) under N2 were added the product 
from Part A (1.14 g, 4.95 mmol), sodium tert-butoxide (1.08 g, 1 1.25 mmol), 
palladium(II) acetate (10 mg, 0.045 mmol), and tert-tri-butylphosphine (7.0 mg, 0.036 
5 mmol). The reaction was continued overnight at 60°C under N2. Afterward, no starting 
material remained. The reaction was diluted with methanol and concentrated under 
reduced pressure. The residue was partially dissolved in dichloromethane and filtered to 
afford 1.8g (82%) of the crude product. Mass spectrometry (MH + = 486.4) was consistent 
with desired product. 
10 [8461 PartC: Preparation of 4-({4-[4-(2- 

methoxyethoxy)phenyl]piperazinyl}sulfonyl)perhydro-2H-pyran-4-carboxylic acid. 



The product from Part B (1.8g, 3.7 mmol) was dissolved in 1:1 trifluoroacetic 
acid/dichloromethane (10 mL). The reaction was continued overnight at room 

15 temperature under N 2 . Afterward, no starting material was detected by HPLC. The 
mixture was concentrated under reduced pressure. Additional dichloromethane was 
added, and the solvent was once again removed under reduced pressure. The resulting 
solid was triturated with ether and filtered to afford the desired product (1 .06g (67%)) of 
as a white solid. *HNMR and mass spectrometry (MH* = 429) was consistent with desired 

20 product. 

[847] PartD: Preparation of [4-({4-[4-(2- 
methoxyethoxy)phenyl]piperazinyl}sulfonyl)perhydro-2H-pyran^yl]-N-perhydr^ 
2H-pyran-2-yloxycarboxamide 




l 3 



HO 




% CH 3 
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To a solution of the product from Part C (1.0 g, 2.3 mmol) dissolved in N,N- 
dimethylformamide (15 mL) were added triethylamine (516 mg, 5.1 mmol), N- 
hyroxybenzatriazole (373 mg, 2.76 mmol), OKtetrahydro-2//-pyran-2-yl)hydroxylamine 
(404 mg, 3.4 mmol), and l-(3^emylanimopropyl)-3-emylcarbodiimide hydrochloride 

5 (61 5 mg, 3.2 mmol). The reaction was continued overnight at ambient temperature under 
N 2 . Afterward, no starting material was detected by HPLC. The mixture was diluted with 
ethyl acetate and washed with water (3 x 50 mL), saturated sodium bicarbonate (3 x 50 
mL), and brine (1 x 50 mL). The organic layer was dried over magnesium sulfate, filtered, 
and concentrated to afford 1 .24 g of crude oil. Mass spectrometry (MNa + = 550) was 

1 0 consistent with desired product. 

[848] PartE: Preparation of N-hydroxy-4-({4-[4-(2- 
methoxyethoxy)phenyl]piperazm-l-yl}sulfony0tetrahydro-2H-pyran^K;arboxamide 



hydrochloride. 




15 The product from Part D (1.2 g, 2.3 mmol) was dissolved in 4N HC1 in dioxane (12 mL) 
and methanol (1 mL). The reaction was continued at ambient temperature for lh. 
Afterward, no starting material was detected by HPLC. The product was concentrated 
under reduced pressure and triturated with diethyl ether. The resulting white solid was 
collected by suction filtration affording 560 mg (51%) of the desired product. 1 HNMR 

20 was consistent with desired product. HRMS for C19H29N3O7S showed [M+H]f 0U nd = 
444.1802 for [M+H]^ = 444.1799. 

[8491 Example 15. Preparation of JV-hydroxy-l-(2-methoxyethyl)-4-{[4-(4- 
pentylpheyl)piperidin-l-yllsulfonyl}piperidine-4-carboxamide hydrochloride. 




0n €H 3 
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[850] Part A. Preparation of Alcohol Intermediate. Magnesium turnings 
(0.606 g, 24.95 mmol) and iodine were heated in a 3-neck flask (fitted with an addition 
funnel and a reflux condensor) with a heat-gun until iodine vapors appeared. After 
cooling to ambient temperature, tetrahydrofuran (lOmL) was added, followed by the slow 

5 addition of a solution of l-bromo-4-n-pentylbenzene (5.00 g, 22.01 mmol) in 

tetrahydrofuran (50 mL). The mixture was heated with a heat-gun during the addition. 
After the addition was complete, the mixture was heated at reflux for 1 hr. The reaction 
mixture was then cooled in an ice-bath, and a solution of l-benzyl-4-piperidone (2.78 g, 
14.67 mmol) in tetrahydrofuran (40 mL) was quickly added. After slowly warming over 3 

10 hr, the reaction mixture was re-cooled in an ice-bath. Water (25 mL) was added, followed 
by ethyl acetate (25 mL). The organic layer was removed, and the aqueous layer was 
further extracted with ethyl acetate. The organic layer was washed with saturated NaCl 
and dried over Na 2 S04. Chromatography (on silica, ethyl acetate/hexanes) produced an 
alcohol in the form of a pale yellow oil (4.43 g, 90%). 

15 [8511 PartB. Preparation of Alkene Intermediate. To a solution of the 

alcohol of Part A (3.13 g, 9.27 mmol) in dichloromethane (10 mL) was added 
trifluoroacetic acid (10 mL, 129.80 mmol). The resulting mixture was stirred at ambient 
temperature for 3.5 hr, and then concentrated in vacuo. The residue was partitioned 
between diethyl ether and water. The organic layer was washed with saturated NaCl and 

20 dried over Na2SC>4. Concentration in vacuo produced an alkene in the form of an amber 
oil (2.93 g, 99%). 

[852] Part C. Preparation of Piperidine Intermediate. To a solution of the 
alkene of Part B (2.93 g, 9.17 mmol) in methanol (20 mL) was added ammonium formate 
(1.74 g, 27.51 mmol) and 10% Pd/C (0.917 g). The resulting mixture was heated at reflux. 
25 After 7 hr, the reaction mixture was cooled to ambient temperature and filtered through a 
pad of Celite®, washing with methanol. The filtrate was concentrated in vacuo to produce 
a piperidine in the form of a yellow oil (2.10 g, quantitative yield). 

[853] Part D. Preparation of Sulfonamide Intermediate. To an ice-cold 
solution of the piperidine of Part C (1.00 g, 4.32 mmol) in dichloromethane (8.0 mL) was 
30 added diisopropylethylamine (1.66 mL, 9.51 mmol) and N-(benzyloxycarbonyl)-4- 

(chlorosulfonyl)piperidine (1.65 g, 5.19 mmol). The resulting mixture was slowly allowed 
to warm to ambient temperature with stirring for 2 days. The reaction mixture was then 
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diluted with dichloromethane, washed with H 2 0, 5% KHS0 4 , washed with saturated 
NaCl, and dried over Na 2 S0 4 . Chromatography (on silica, ethyl acetate/hexanes) 
produced sulfonamide in the form of an off-white oily solid (132 g, 60%). 

[854] Part E. Preparation of Methyl Ester Intermediate, To a solution of the 

5 sulfonamide of Part D (1 .32 g, 2.57 mmol) in tetrahydrofuran (5.0mL) was slowly added 
lithium bis(trimethylsilyl)amide (6.44 mL, Win tetrahydrofuran, 6.44 mmol). After 1 hr 
at ambient temperature, a solution of dimethyl carbonate (0.348 g, 3.86 mmol) in 
tetrahydrofuran (2.0 mL) was quickly added. The resulting mixture was stirred at ambient 
temperature overnight. Additional lithium bis(trimethylsilyl)amide (2.57 mL, IMin 

1 0 tetrahydrofuran, 2.57 mmol) was then added. After 1 .5 hr, a solution of dimethyl 

carbonate (0.174 g, 1.93 mmol) in tetrahydrofuran (1 .0 mL) was quickly added. After 
stirring at ambient temperature overnight, the reaction mixture was cooled in an ice-bath 
and quenched by the addition of saturated NH4CI. Water was added, and the organic layer 
was removed. The aqueous layer was further extracted with ethyl acetate. The combined 

1 5 organic layers were washed with 5% KHSO4, washed with saturated NaCl, and dried over 
Na 2 S0 4 . Chromatography (on silica, ethyl acetate/hexanes) produced a methyl ester in the 
form of an off-white solid (0.410 g, 28%). 

[855] Part F. Preparation of Amine Intermediate. To a suspension of the 
methyl ester of Part E (0.923 g, 1.62 mmol) and 10% Pd/C (0.162 g) in ethyl acetate (10 

20 mL) was bubbled H 2 . After the uptake of H 2 ceased, the mixture was filtered through a 
pad of Celite® washing with ethyl acetate methanol, tetrahydrofuran and dichloromethane. 
The filtrate was concentrated in vacuo to produce an amine in the form of a gray solid 
(0.615 g, 87%). 

[856] PartG. Preparation of N-methoxyethyl Amine Intermediate. To a 

25 suspension of the amine of Part F (0.615 g, 1.41 mmol) andK 2 C0 3 (0.428 g, 3.10 mmol) 
in AT^-dimethylformamide (6.0 mL) was added 2-bromoethyl methyl ether (0.199 mL, 
2.12 mmol). The resulting mixture was heated at 50°C for 7 hr. The reaction mixture was 
then diluted with acetonitrile and filtered through a pad of Celite®. The filtrate was 
concentrated in vacuo. Chromatography (on silica, ethyl acetate with 10% 

30 methanol/hexanes) produced an N-methoxyethyl amine in the form of a tan solid (0.446 g, 
64%). 
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[857] PartH. Preparation of Acid Intermediate. To a solution of the N- 
methoxyethyl amine of Part G (0.446 g, 0.902 mmol) in tetrahydrofuran (5.0 mL) was 
added potassium trimethylsilanolate (0.231 g, 1 .80 mmol). The resulting mixture was 
stirred at ambient temperature for 24 hr. The reaction mixture was concentrated by 
5 blowing N 2 over the mixture. Water was added, and the reaction was neutralized with IN 
HC1 (pH-7) and partially concentrated in vacuo. The precipitate was collected by filtration 
to produce an acid in the form of a white solid (0.271 g, 62%). 

[858] Parti. Preparation of Protected Hydroxamic acid Intermediate. To a 
solution of the acid of Part H (0.271 g, 0.564 mmol) in 7V;iV-dimethylformamide (5.0 mL) 

10 was added 1-Hydroxybenzotriazole hydrate (0.091 g, 0.677 mmol), triethylamine (0.236 
mL, 1.69 mmol), 0-(tetrahydropyranyl)hydroxylamine (0.198 g, 1.69 mmol), and l-(3- 
Dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.162 g, 0.846 mmol). The 
resulting mixture was stirred at 50°C for 8 hr, and then cooled to ambient temperature. 
The reaction mixture was partitioned between water and ethyl acetate. The organic layer 

15 was washed with saturated NaCl, and dried over Na 2 S0 4 . Chromatography (on silica, 
ethyl acetate with 10% methanol/hexanes) produced a protected hydroxamic acid in the 
form of a pale yellow foam (0. 109 g, 33%). 

[859] Part J. Preparation ofiV-hydroxy-l-(2-methoxyethyl)-4.{[4-(4- 
pentylpheyl)piperidin-l-yl]sulfonyl}piperidine-4-carboxamide hydrochloride. To the 

20 protected hydroxamic acid of Part I (0. 1 00 g, 0. 1 72 mmol) was added a solution of AN 
HC1 in dioxane (0.500 mL, 2.00 mmol) and methanol (0.100 mL, 2.47 mmol). The 
resulting mixture was stirred at ambient temperature for 1.5 hr. Diethyl ether was then 
added. The solids were collected by filtration and washed with diethyl ether to produce 
the title compound in the form of a pale pink solid (0.068 g, 74%). HRMS MH* 

25 calculated for C25H41N3O5S: 496.2845; found 496.2852. 
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[860] Example 16. Preparation of 4-{[4-(4-butoxyphenyl)piperidin-l- 
y!]sulfonyI}-Ar-hydroxy-l-(2-^ hydrochloride. 

HC1 

[861 J Part A. Preparation of Alcohol Intermediate. Magnesium turnings 
5 (2.40 g, 98.93 mmol) and iodine were heated in a 3-neck flask (fitted with an addition 
funnel and a reflux condensor) with a heat-gun until iodine vapors appeared. After 
cooling to ambient temperature, tetrahydrofuran (50 mL) was added, followed by slow 
addition of a solution of 4-bromo-butoxybenzene (20.0 g, 87.29 mmol) in tetrahydrofuran 
(200 mL). The mixture was heated with a heat-gun during the addition. After the addition 

10 was complete, a small amount of 1,2-dibromoethane was added, and the mixture was 
heated at reflux for 2.5 hr. The reaction mixture was then cooled in an ice-bath, and a 
solution of l-benzyl-4-piperidone (1 1.01 g, 58.19 mmol) in tetrahydrofuran (200 mL) was 
quickly added. After slowly wanning to ambient temperature overnight, the reaction 
mixture was re-cooled in an ice-bath and quenched by the addition of INBCl (100 mL). 

1 5 Additional water (1 00 mL) was added, and the organic layer was removed. The aqueous 
layer was further extracted with ethyl acetate. The combined organic layers were washed 
with saturated NaCl and dried over Na2SC>4. Concentration in vacuo produced an alcohol 
in the form of a tan oil (26.6 g, quantitative yield). 

[862] PartB. Preparation of Alkene Intermediate. To a solution of the 

20 alcohol of Part A (19.75 g, 58.19 mmol) in dichloromethane (50 mL) was added 

trifluoroacetic acid (50 mL, 649.0 mmol). The resulting mixture was stirred at ambient 
temperature overnight, and then concentrated in vacuo. The residue was partitioned 
between diethyl ether and water. The aqueous layer was neutralized with 2.5 NNaOH 
(pH-7), and extracted with diethyl ether. The combined organic layers were washed with 

25 saturated NaCl and dried over Na2S(>4. Chromatography (on silica, ethyl acetate/hexanes) 
produced an alkene in the form of a yellow oily solid (12.4 g, 66%). 

[863] PartC. Preparation of Piperidine Intermediate. To a solution of the 
alkene of Part B (12.40 g, 38.57 mmol) in methanol (80 mL) was added ammonium 
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formate (7.30 g, 1 15.71 mmol) and 10% Pd/C (3.86 g). The resulting mixture was heated 
at reflux. After 3 hr, the reaction mixture was cooled to ambient temperature and filtered 
through a pad of Celite®, washing with methanol. The filtrate was concentrated in vacuo 
to produce a piperidine in the form of a yellow oil (9.30 g, quantitative yield). 
5 [864] Part D. Preparation of Sulfonamide Intermediate. To an ice-cold 

solution of the piperidine of Part C (9.0 g, 38.57 mmol) in dichloromethane (75.0 mL) 
was added triethylamine (1 1.83 mL, 84.85 mmol) and N-(benzyloxycarbonyl)-4- 
(chlorosulfonyl)piperidine (3.58 g, 46.28 mmol). The resulting mixture was slowly 
allowed to warm to ambient temperature with stirring for 1 hr. The reaction mixture was 

1 0 then concentrated in vacuo. The residue was partitioned between water and ethyl acetate. 
The combined organic layers were washed with H 2 0, 5% KHS0 4 , washed with saturated 
NaCl, and dried over Na 2 S0 4 . Chromatography (on silica, ethyl acetate/hexanes) 
produced a sulfonamide in the form of an off-white solid (3.46 g, 29%). 

(865) Part E. Preparation of Methyl Ester Intermediate. To a suspension 

15 (pre-cooled to -40°C) of the sulfonamide of Part D (1.00 g, 3.21 mmol) and dimethyl 
carbonate (0.325 mL, 3.85 mmol) in tetrahydrofuran (15.0mL) was slowly added lithium 
bis(trimethylsilyl)amide (8.03 mL, \M in tetrahydrofuran, 8.03 mmol). After 30 min at 
-40°C, the reaction was quenched by the addition of saturated NH4CI. Water was added, 
and the organic layer was removed. The aqueous layer was further extrapted with ethyl 

20 acetate. The combined organic layers were washed with 5% KHSO4, washed with 

saturated NaCl, and dried over Na 2 S0 4 . Concentration in vacuo produced a methyl ester 
in the form of a tan solid (1.22 g, quantitative yield). 

I866J PartF. Preparation of N-Methoxyethyl Amine Intermediate. To a 
solution of bis(2-chloroethyl)-2-methoxyethyl amine hydrochloride (1.80 g, 7.59 mmol) in 

25 N,A^dime%lformamide (10 mL) was added K 2 C0 3 (5.72 g, 41.4 mmol), 18-C-6 (0.182 g, 
0.690 mmol) and a solution of the methyl ester of Part E (2.55 g, 6.90 mmol) in N f N- 
dimethylformamide (5.0 mL). The resulting mixture was heated at 60°C for 23 hr. After 
cooling to ambient temperature, the reaction mixture was partitioned between ethyl acetate 
and water. The organic layer was washed with saturated NaCl, and dried over Na 2 S0 4 . 

30 Chromatography (on silica, ethyl acetate with 1 0% methanol/hexanes) produced an N- 
methoxyethyl amine (1.38 g, 40%). 
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[867] PartG. Preparation of Acid Intermediate. To a solution of the N- 
methoxyethyl amine of Part F (1.38 g, 2.78 mmol) in tetrahydrofuran (10.0 mL) was 
added potassium trimethylsilanolate (0.731 g, 5.56 mmol). The resulting mixture was 
stirred at ambient temperature for 23 hr, at which time additional potassium 
5 trimethylsilanolate (0.019 g, 0.702 mmol) was added. After stirring at ambient 

temperature for 2.5 hr, the reaction mixture was concentrated by blowing N 2 over the 
reaction mixture. Water was added, and the reaction mixture was neutralized with 1JVHG1 
(pH-7). Afterward, the reaction mixture was partially concentrated in vacuo. The 
precipitate was collected by filtration to produce an acid in the form of a white solid 
10 (0.860 g, 64%). 

[8681 Part EL Preparation of Protected Hydroxamic acid Intermediate. To a 
solution of the acid of Part G (0.860 g, 7.18 mmol) in tyiV-dimethylfonnamide (8.0 mL) 
was added 1-Hydroxybenzotriazole hydrate (0.289 g, 2.14 mmol), triethylamine (0.744 
mL, 5.34 mmol), 0-(tetrahydropyranyl)hydroxylamine (0.626 g, 5.34mmol), and l-(3- 
15 Dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (0.512 g, 2.67 mmol). The 
resulting mixture was stirred at 50°C for 14 hr, at which time additional HoBt (0.072 g, 
0.534 mmol) and EDC (0.128 g, 0.668 mmol) were added. After heating at 50°C for 6 hr, 
the reaction was cooled to ambient temperature. The reaction mixture was partitioned 
between water and ethyl acetate. The organic layer was washed with saturated NaCl, and 
20 dried over Na 2 S0 4 . Chromatography (on silica, ethyl acetate with 10% methanol/hexanes) 
produced a protected hydroxamic acid in the form of a pale yellow foam (0.879 g, 85%). 

[869] Part I. Preparation of 4-{[4-(4-butoxyphenyl)piperidin-l-yl]sulfonyl}- 
iV-hydroxy-l-(2-methoxyethyl)piperidine-4-carboxamide hydrochloride. To a 
solution of the protected hydroxamic acid of Part H (0.879 g, 1.51 mmol) in dioxane (2.0 
25 mL) was added a solution of 47VHC1 in dioxane (3.78 mL, 15.1 1 mmol) and methanol 

(0.613 mL, 15.11 mmol). The resulting mixture was stirred at ambient temperature for 1.5 
hr. The mixture was then slowly added to a rapidly stirred solution of diethyl ether. The 
precipitate was collected by filtration and washed with diethyl ether to produce the title 
compound in the form of an off-white solid (0.634 g, 79%). HRMS MH* calculated for 
30 C24H39N3O6S: 498.2632; found 498.2622. 
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[870] Example 17. Preparation of N-hydroxy-4-({4-[4-(3^,4,4,4- 

pentafluorobutyl)phenyl]piperazin-l-yl}sulfonyI)tetrahydro-2H-pyran-4- 
carboxamide hydrochloride. 

O 




CF 3 

5 {8711 Part A. t-Butyl-2-[l-[4-(4-bromophenyl)piperazinyl]sulfonyl]acetate 

(Carbogen, 15 g, 35.7 mmol), K 2 C0 3 (14.83 g, 107.3 mmol), N,N-dimethylfonriamide 
(140 mL), 2-bromoethyl ether (Aldrich, 9.13 g, 39.3 mmol), and 18-crown-6 (catalytic 
amount, spatula tip) were heated at 70°C overnight with mixing under an N 2 atmosphere. 
Additional K 2 C0 3 (4.94 g, 35.7 mmol) and 2-bromoethyl ether (3.69 g, 16 mmol) were 

1 0 added, and the resulting mixture was stirred overnight under N 2 . Afterward, K 2 C0 3 (4.94 
g, 35.7 mmol) and 2-bromoethyl ether (3.69 g, 16 mmol) were added to the mixture, and 
the mixture was stirred overnight under N 2 . The reaction was cooled to ambient 
temperature and poured into ethyl acetate (500 mL) and deionized water (200 mL). The 
layers were separated, and the aqueous layer was back-extracted with ethyl acetate (100 

1 5 mL). The combined ethyl acetate layers were washed with 1 00 mL of each of a 1 : 1 

mixture of deionized water:saturated NaCl(aq) and saturated NaCl(aq), dried over MgS0 4 , 
and concentrated in vacuo Xo produce a yellow solid. The solid was stirred in MeOH (50 
mL) for 1 hr, filtered, and washed with MeOH (1 5 mL). The resulting solid was dried in a 
vacuum oven at 50°C overnight producing 11.1 g (64%) of the desired t-butyl ester pyran 

20 product. 'H >MR confirmed the structure of the desired product. 

[872] Part B. Zn/Cu couple (1 .22 g, 18.8 mmol), l,l,l,2,2-pentafluoro-4- 
iodobutane, Matrix Scientific, (3.35 g, 12.2 mmol), benzene (32.5 mL), and N,N- 
dimethylformamide (6.5 mL) were heated together for 3 hours at 60°C under N 2 . The t- 
butyl ester pyran from Part A (2.0 g, 4.1 mmol) and [1,1 '- 

25 Bis(diphenylphosphino)ferrocene]dichloropalladium(IT), complex with CH 2 C1 2 (1 : 1), 
Aldrich, (0.166 g, 0.2 mmol) were added, and the resulting dark mixture was stirred 
overnight at 78°C under N 2 . Zn/Cu couple (1.22 g, 18.8 mmol), l,l,l,2,2-pentafluoro-4- 
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iodobutane, Matrix Scientific, (3.35 g, 12.2 mmol), benzene (32.5 mL), and N,N- 
dimethylformamide (6.5 mL) were heated together for 3 hr at 60°C under N 2 . This 
mixture was added to the original flask along, with an additional portion of the Pd catalyst 
(same amount used above). The resulting mixture was then stirred overnight at 78°C 
5 under N 2 . Zn/Cu couple (1 .22 g, 18.8 mmol), l,l,l,2,2-pentafluoro-4-iodobutane, Matrix 
Scientific, (3.35 g, 12.2 mmol), benzene (32.5 mL), and N^-dimethylformamide (6.5 mL) 
were heated together for 3 hr at 60°C under N 2 . This mixture was then added to the 
original flask, and the resulting mixture was stirred overnight at 78°C under N 2 . Another 
portion of the Pd catalyst (same amount used above) was added, and the resulting mixture 

1 0 was stirred overnight at 78°C under N 2 . The reaction was allowed to cool to ambient 

temperature, and 25 mL saturated NKUCKaq) was added to the mixture. The mixture was 
then stirred for 15 min. The resulting mixture was filtered through a pad of Celite®, and 
washed with 50 mL each of deionized water and ethyl acetate. The layers were separated, 
and the organic layer was washed with 100 mL of saturated NaCl(aq), dried over MgS0 4 , 

1 5 and concentrated in vacuo to produce a red oil (2.35 g, 103%). 

[873] Part C. The red oil from Part B was dissolved in CH 2 C1 2 (30 mL), and 
trifluoroacetic acid (30 mL) was added. The mixture was stoppered with a syringe needle 
vent over a weekend at ambient temperature. The solution was concentrated in vacuo to 
produce an oil (assumed theoretical yield). 

20 f»74 J Part D. The oil from Part C dissolved in 1 -hydroxybenzotriazole 

(Aldrich, 0.83 g, 6.1 mmol), and l-[3-dime%lamino)propyl]-3-ethylcarbodiimide 
hydrochloride (Aldrich, 1.18 g, 6.1 mmol) mixed with N^f-dimethylformamide (20mL). 
The mixture was stoppered at ambient temperature for 1 hr. To the resulting solution were 
added 4-methylmorpholine (1.76 mL, 16 mmol) and 0-(tetrahydropyranyl) hydroxylamine 

25 (Carbogen, 0.7 1 g, 6. 1 mmol). The solution was mixed at ambient temperature for 2 hr, 
after which time 1 -hydroxybenzotriazole (Aldrich, 0.55 g, 4.1 mmol), l-[3- 
dimemylanimo)propyl]-3^mylcarbomimide hydrochloride (Aldrich, 0.79 g, 4.1 mmol), 4- 
methylmorpholine (0.55 mL, 5 mmol), and 0-(tetrahydropyranyl) hydroxylamine 
(Carbogen, 0.48 g, 4.1 mmol) were added. The resulting solution was stirred while 

30 stoppered at ambient temperature overnight. 1 -Hydroxybenzotriazole (Aldrich, 0.28 g, 2.1 
mmol), l-[3-dimethylanimo)propyl]-3-emylcaroodiimidehy<kocM (Aldrich, 0.4 g, 
2.1 mmol), 4-methylmorpholine (0.5 mL, 4.5 mmol), and 0-(tetrahydropyranyl> 
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hydroxylamine (Carbogen, 0.24 g, 2.1 mmol) were added to the mixture. The mixture was 
then allowed to mix at ambient temperature for 4 hr. The reaction mixture was poured 
into 250 mL ethyl acectate, 50 mL of deionized water, and 50 mL of saturated 
NaHC0 3 (aq). The layers were separated, and the organic layer was washed with 100 mL 
each of a 1:1 mixture of deionized watensaturated NaCl(aq) and saturated NaCl(aq), dried 
over MgS0 4 , and concentrated in vacuo to produce an oil (assumed theoretical yield). 

[875] Part E. The oil from Part D was dissolved in MeOH (5 mL), and 4N HC1 
in dioxane (20 mL) was added . The mixed contents were stoppered overnight at ambient 
temperature. The solution was concentrated in vacuo to a semi-solid/oil. The crude oil 
was purified by chromatography (on reversed-phase silica, water/acetonitrile with 0.05% 
trifluoroacetic acid in both). The trifluoroacetate salt was exchanged for hydrochloride 
salt by 3 co-evaporations with MeOH (5 mL) and 4N HC1 in dioxane (20 mL). After the 
last coevaporation, the solids were triturated with diethyl ether over a weekend. The 
solids were filtered and dried in a vacuum oven at 50°C overnight producing 0.55 g of a 
white solid (24.5% overall yield from step A). MS, M+H calculated for C 2 oH 27 F5N 3 0 5 S: 
516.1586, found: 516.1599. 

[876] Example 18. Preparation of N-hydroxy-4-({4-[4-(3,3,4,4,4- 

pentafluorobutyl)phenyl]piperidin-l-yl}sulfonyl)tetrahydro-2H-pyran-4- 
carboxamide. 




CF 3 



[877[ Part A. A solution of 4-(4-bromophenyl)-4-piperidinol (Aldrich, 50 g, 195 
mmol), triethylamine (59.8 mL, 429mmol), and CH 2 C1 2 (400 mL) was cooled to 0°C with 
mixing under an N 2 atmosphere. To this mixture was added methanesulfonyl chloride 
(16.6 mL, 214 mmol) in CH 2 C1 2 (100 mL) dropwise, keeping the reaction temperature at 
less than 10°C. After the addition was complete, the ice bath was removed, and the 
solution was allowed to stir for 1 hr. Additional methanesulfonyl chloride (10 mL, 129 
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mmol) in CH2CI2 (50 mL) was added dropwise to the mixture. The mixture was then 
stirred at ambient temperature under an N 2 atmosphere overnight The next morning, the 
mixture was added to 300 mL 0.5 N HCl(aq) and 200mL deionized water. The layers 
were separated, and the aqueous layer was back-extracted with CH 2 C1 2 (100 mL). The 
5 combined CH 2 C1 2 layers were washed with 300 mL of each of saturated NaHC0 3 (aq) and 
saturated NaCl(aq). The CH 2 C1 2 layer was dried over MgS0 4 , filtered, and concentrated 
in vacuo to produce a methylsulfonamide in the form of a solid (62 g, 95.6%). 

[878] Part B. To the methylsulfonamide in Part A was added CH 2 C1 2 (300 mL) 
and triethylsilane (125 mL, 778 mmol). To this slurry was added trifluoroacetic acid (300 

10 mL, 3.9 mol). The resulting mixture was stirred while stoppered at ambient temperature 
for 1 hr, and then concentrated in vacuo to produce a solid. The solid was mixed with 
MeOH (150 mL) at ambient temperature for 2 days in a stoppered flask. The solid was 
then filtered from the slurry and washed with an additional 100 mL MeOH. The resulting 
solid was dried in a vacuum oven at 50°C overnight to produce 54.14 g (91 .7%) of the 

1 5 product. ! H NMR was used to analyze the structure of the product. 

[8791 Part C. Zinc (dust, 325 mesh, 2.06 g, 31.5mmol), 1,2-dibromoethane 
(0.243mL, 2.8mmol), and tetrahydrofiiran (12.5 mL) were heated together at 65°C under 
N 2 for 5 min. The slurry was cooled to ambient temperature with mixing under N 2 . 
Subsequently, trimethylchlorosilane (0.336mL, 2.64 mmol) was added. The resulting 

20 mixture was stirred at ambient temperature for 30 min. 1,1,1 ,2,2-Pentafluoro-4- 

iodobutane (Matrix Scientific, 6.45 g, 23.5 mmol) was added, and the mixture was stirred 
at 40°C for 3 hr under an N 2 atmosphere. N,N-Dimethylaceamide (35 mL), the product 
from Part B (5 g, 15.7 mmol), and dicUorobis(tri-o4olylphosphine)palladium(II) 
(Aldrich, 802 mg, 1 .02 mmol) were then added to the mixture. The resulting mixture was 

25 heated at 80°C under N 2 overnight. The mixture was cooled to less than 30°C, and 50 mL 
saturated NHUClfcq) was added, followed by 200 mL ethyl acetate. This biphasic system 
was filtered through a pad of Celite®, washing with deionized water (50 mL) and ethyl 
acetate (50 mL). The layers were separated, and the ethyl acetate layer was washed with 
100 mL of each of saturated NaHC0 3 (aq) and saturated NaCl(aq). The ethyl acetate layer 

30 was then dried over MgSCU, filtered, and concentrated in vacuo to produce a solid that was 
then slurried in hexanes (50 mL) for 1 hr. The solid was filtered, washed with hexanes (20 
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mL), and dried at 50°C in a vacuum oven for 2 hr to produce 5.58 g (92%) of a solids 
product. 'H NMR was used to analyze the structure of the product. 

[880] Part D. Tetrahydrofuran (70 mL), the product from Part C (6.7 g, 1 7.4 
mmol), and di-ter/-butyl dicarbonate (Aldrich, 4.55 g, 20.9 mmol) were cooled together to 
-78°C under N 2 . To the resulting mixture was added a solution of lithium 
bis(trimethylsilyl)amide in tetrahydrofuran (1M, 46mL) at such a rate that the temperature 
remained below -70°C. This solution was allowed to mix at -78°C under N 2 for 1 hr, and 
was then mixed at 0°C for 20 min. The reaction was then cooled to -40°C, and saturated 
NH4Cl(aq) (25 mL) was added. After the addition was complete, the mixture was warmed 
to ambient temperature, and ethyl acetate (250 mL) and deionized water (lOOmL) were 
added. The layers were separated, and the aqueous layer was back-extracted with ethyl 
acetate (100 mL). The combined ethyl acetate layers were washed with 100 mL of each of 
saturated NaHC0 3 (aq) and saturated NaCl(aq), dried over MgS0 4 , filtered, and 
concentrated in vacuo. The resulting solid/oil was co-evaporated several times with 
acetonitrile to produce a solid that was, in turn, dried in a vacuum oven at 50°C overnight 
to produce 8.55 g (102%) of a t-butyl ester in the form of a solid. 

1881J Part E. The t-butyl ester from Part D (3 g, 6.2 mmol), N,N- 
Dimethylformamide (15 mL), K 2 C0 3 (2.76 g, 20 mmol), 2-bromoethyl ether, Aldrich, 
(1.75g, 7.6 mmol), and 18-Crown-6 (0.49 g, 1.86 mmol) were heated together at 65°C 
under an N 2 atmosphere overnight. An additional 1 g of K 2 C0 3 (7.2 mmol) and 0.87 g of 
2-bromoethyl ether (3.78 mmol) were added to the mixture, and it was again stirred 
overnight at 65°C under an N 2 atmosphere. The reaction mixture was cooled to ambient 
temperature, and then added to deionized water (75 mL) and ethyl acetate (200 mL). The 
layers were separated, and the aqueous layer was back-extracted with ethyl acetate (50 
25 mL). The combined ethyl acetate layers were washed with 100 mL of each of a 1:1 

mixture of deionized watensaturated NaCl(aq) and saturated NaCl(aq), dried over MgS0 4 , 
filtered, and concentrated in vacuo. Chromatography (on silica, ethyl acetate/hexanes) 
produced 1.76 g (51.2 4 %) at-butyl ester pyran in the form of a solid. 

1882] Part F . The t-butyl ester pyran from Part E was dissolved in CH 2 C1 2 (1 1 .2 
mL). To this solution was added triethylsilane (4.76 mL, 29.8 mmol), trifluoroacetic acid 
(1 1.2 mL, 145 mmol), and trifluoromethanesulfonic acid (0.185 mL, 2 mmol) in that 
order. The resulting solution was mixed at ambient temperature while stoppered with a 
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syringe needle vent overnight. The reaction mixture was concentrated in vacuo to produce 
L5 g (95%) of an acid product in the form of a white solid. 

[883] Part G. To the acid from Part F was added N,N-dimethylformanride (15 
mL), 1-hydroxybenzotriazole (Aldrich,(0.61 g, 4.5 mmol), and l-[3- 
5 dimethylamino)propyl]-3-ethylcarbodiimide hydrochloride (Aldrich, 0.86 g, 4.5 mmol). 
The resulting mixture was stirred for 30 min at ambient temperature while stoppered. To 
the resulting solution was added 4-methylmorpholine (1.3 mL, 12 mmol) and O- 
(tetrahydropyranyl)-hydroxylamine (0.53 g, 4.5 mmol). This mixture was allowed to stir 
overnight while stoppered at ambient temperature. To this mixture was added 250 mL 

10 ethyl acetate, 50 mL dE^O, and 50 mL saturated NaHCCtyaq). The layers were then 
allowed to separate. The aqueous layer was back-extracted with ethyl acetate (50 mL). 
The combined ethyl acetate layers were then washed with 1 00 mL of each of a 1 : 1 mixture 
of deionized water: saturated NaCl(aq) and saturated NaCl(aq). The ethyl acetate layer 
was dried over MgS04, filtered, and concentrated in vacuo to produce a semi-solid. The 

15 semi-solid was, in turn, recrystallized twice from MeOH/dEkO to produce 1.25 g (69.4%) 
of a product in the form of a white solid. 

[8841 Part H. The solid from Part G was dissolved in MeOH (2.5 mL). To this 
solution was added 4N HCl/Dioxane (10 mL). The resulting solution was mixed while 
covered at ambient temperature for 1 hr. The solution was then concentrated in vacuo to 

20 produce a solid. The solids were then co-evaporated three times with 50 mL of diethyl 
ether per evaporation. The dried solids were placed into a vacuum oven at 50°C overnight 
to produce 0.95 g (88.4%) of a product in the form of a white solid. MS, M+H calculated 
forC 2 iH28F 5 N20 5 S: 515.1634, found: 515.1620. 

25 [8851 Example 19. Preparation of 4-{[4-(5-butylthien-2-yl)piperidin-l- 

yl]sulfonyl}-N-hydroxytetrahydro-2H-pyran-4-carboxamide, 




[886] Part A. Preparation of tert-butyl 4-(5-butyIthien-2-yI)-4- 
hydroxypiperidine-l-carboxylate. A tetrahydrofuran (80 mL) solution of 2-n- 
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butylthiophene (Lancaster, 5.0 g, 35.7 mmol) was cooled to 0°C under N 2 and then slowly 
treated with 1.6 M n-butyl lithium (in hexanes) (24.3 mL, 38.9 mmol) over 10 min. After 
stirring at 0°C for 45 min, the resulting mixture was cooled to -78 °C and then treated with 
ter/-butyl 4-oxo- 1-piperidine carboxylate (6.46 g, 32.4 mmol) in THF (30 mL) over 10 
min. After 30 min, the mixture was removed from the cold bath, stirred at ambient 
temperature for 2.5 hr, quenched with water (50 mL), and partitioned with diethyl ether 
(1 00 mL). The aqueous layer was separated and extracted with diethyl ether (50 mL). 
The combined organic layers were washed with 1 :1 brine/water (2 x 30 mL), washed with 
brine (2 x 50 mL), dried over Na 2 S0 4 , filtered, and concentrated in vacuo. The resulting 
yellow oil was purified on silica, eluting with 4:1 hexanes/ethyl acetate to produce the 
product in the form of a clear, yellow oil (10.0 g, 90.8%). LC/MS m/z = 362 [M + Na] 

[887] PartB. Preparation of 4-(5-butylthien-2-yI)piperidine hydrochloride. 
A methylene chloride solution (20.0 mL) of the alcohol prepared in Part A (8.58 g, 25.3 
mmol) was cooled to 0 °C, treated with triethylsilane (12. 1 1 mL, 75.8 mmol) followed by 
15 trifluoroacetic acid (19.5 mL, 253 mmol). The resulting mixture was removed from the 
cold bath and stirred at ambient temperature for 50 min. The mixture was then 
concentrated in vacuo, dissolved in methanol (20.0 mL), treated with 4 NKCl in 1,4- 
dioxane (5.0 mL), and concentrated in vacuo. These steps were repeated two more times. 
Afterward, the mixture was triturated with diethyl ether. The resulting solid was filtered, 
washed with diethyl ether and dried in vacuo to produce the product in the form of a white 
solid (5.67 g, 86%). LC/MS m/z - 224 [M + H] 

[888] PartC. Preparation of 4-(5-butyIthien-2-yl)-l- 
(methylsulfonyl)piperidine. A methylene chloride solution (28.0 mL) of the amine 
prepared in Part B (6.25 g, 24.1 mmol) was treated under N 2 with triethylamine (8.38 mL, 
25 60. 1 mmol). The resulting suspension was cooled to 0°C and slowly treated with a 

methylene chloride solution (20.0 mL) of methanesulfonyl chloride (2.05 mL, 26.5 mmol) 
over 15 min, and then removed from the cold bath. After 2 hr at ambient temperature, the 
reaction mixture was concentrated in vacuo and suspended in water (300 mL). The 
resulting solid was filtered, washed with water, and dried in vacuo to produce the product 
in the form of a yellow solid 6.89 g (95%). LC/MS m/z = 302 [M + H], 324 [M + Na] 
[889] Part D. Preparation of tert-butyl {[4-(5-butylthien-2-yl)piperidm-l- 
yl]sulfonyl}acetate. A tetrahydrofuran solution (44 mL) of the methyl sulfonamide 
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prepared in Part C (6.64 g, 22.0 mmol) and di-terf-butyl dicarbonate (5.6 g, 25.6 mmol) 
was cooled to -78 °C under N 2 . The resulting yellow suspension was treated with 1M 
lithium bis(trimethylsilyl)amide (in tetrahydrofiiran) (60.6 mL, 60.6 mmol) over 20 min. 
The resulting homogeneous solution was slowly warmed to ambient temperature by letting 

5 the cold bath expire. After 1 .5 hr, the mixture was cooled to -78 °C; quenched with 
aqueous, saturated ammonium chloride (10.0 mL); and warmed to ambient temperature. 
The mixture was partitioned with ethyl acetate (100 mL) and water (50 mL). The organic 
layer was separated, washed with 5% aqueous KHSO4 (50 mL), saturated NaHCCb (50 
mL), washed with 1:1 brine /water (2 x 100 mL), washed with brine (2 x 50 mL), dried 

10 over Na2SC>4, filtered, and concentrated in vacuo to produce the product in the form of a 
yellow oil (938 g, 100%). LC/MS m/z = 424 [M + Na] 

1890] Part E: Preparation of tert-butyl 4-{[4-(5-butylthien-2-yl)piperidin-l- 
yl]sulfonyl}tetrahydro-2H-pyran-4-carboxylate, An N,N-dimethylformamide (20.0 
mL) solution of the ester prepared in Part D (4.0 g, 9.96 mmol) was treated with 

15 potassium carbonate (3.44 g, 24.9 mmol), 18-crown-6 ether (catalytic amount; 0.1 g), and 
2-bromoethyl ether (1 .46 mL, 10.5 mmol) under N2. The resulting mixture was stirred at 
60°C for 2.5 days. Additional potassium carbonate (1.75 g, 12.7 mmol) and 2-bromoethyl 
ether (0.75 mL, 5.4 mmol) were added to drive the reaction to completion. After 24 hr, 
the mixture was diluted with ethyl acetate (50 mL) and partitioned with water (100 mL). 

20 The organic layer was separated, washed with saturated NaHC0 3 (30 mL), washed with 
1 : 1 brine/water (2 x 50 mL), washed with brine (2 x 50 mL), dried over Na 2 S0 4 , filtered 
,and concentrated in vacuo. The resulting oil was purified on silica, eluting with 9:1 
hexanes/ethyl acetate to produce the product in the form of a white solid (3.51 g, 75%). 
LC/MS m/z = 494 [M + Na] 

25 [891] Part F. Preparation of 4-{[4-(5-butylthien-2-yl)piperid^ 

yi]sutfonyl}-N-(tetrahydro-2H-py^ 

A methylene chloride solution (8.0 mL) of the ester prepared in Part E (3.27 g, 6.93 
mmol) was treated with trifluoroacetic acid (8.0 mL, 104 mmol) and stirred at ambient 
temperature. After 4 hr, the mixture was concentrated in vacuo to approximately 8.0 mL, 
30 then treated with diethyl ether (15 mL). The resulting mixture was concentrated in vacuo 
to approximately 4.0 mL, then treated with diethyl ether (15 mL). The resulting 
precipitate was filtered, washed with diethyl ether, and dried in vacuo. The resulting white 
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solid (2.93 g) was dissolved m N,N-dimemylformamide (14.1 mL), treated with l-(3- 
dimethylamino-propyl)-3-ethylcarbodiimide hydrochloride (2.03 g, 10.6 mmol) and N- 
hydroxybenzo-triazole hydrate (1.43 g, 10.6 mmol), and stirred at ambient temperature 
under N 2 . After 1 hr, the resulting suspension was treated with 0-(tetrahydro-2H-pyran-2- 
5 yl)hydroxylamine (1.24 g, 10.6 mmol), followed by N-methylmorpholine (2.33 mL, 21.2 
mmol). After 30 min, the mixture was diluted with ethyl acetate (100 mL) and partitioned 
with water (50 mL). The aqueous layer was separated and then extracted with ethyl 
acetate (25 mL). The organic layers were combined, washed with saturated NaHC0 3 (25 
mL), washed with 1 : 1 brine /water (25 mL), washed with brine (25 mL), dried over 

1 0 Na 2 S0 4 , filtered, and concentrated in vacuo. The resulting oil was purified on silica, 
eluting with 1 : 1 hexanes/ethyl acetate to produce the product in the form of a colorless 
glassy solid having an 1 1 :4 mixture of desired product/impurity (3.52 g, 98.6% mass 
recovery). LC/MS m/z = 537 [M + Na] for desired product 

[8921 PartG. Preparation of 4-{[4-(5-butylthien-2-yI)piperidin-l- 

15 yl]sulfonyl}-N-hydroxytetrahydro-2H-pyran-4-carboxamide. An ethyl acetate solution 
(14.0 mL) of the THP hydroxymate prepared in Part F (3.52 g of 1 1 :4 mixture, ca. 4 
mmol) was treated with methanol (3.0 mL), followed by 4 iVHCl in 1,4-dioxane (8.5 mL, 
34.2 mmol). After stirring for 20 hr at ambient temperature, the mixture was concentrated 
to approximately half the volume in vacuo, and treated with diethyl ether, producing a 

20 precipitate which was stirred for 1 hr, filtered, washed with diethyl ether, and dried in 

vacuo. The resulting white precipitate was recrystallized in acetone, filtered, washed with 
cold acetone, and dried in vacuo to produce the product in the form of a white solid (0.10 
g, ca. 5%). HRMS (ES+) m/z calculated for C19H30N2O5S2: 431.1669, observed [M + H] 
431.1688. 
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18931 Example 20. Preparation of N-h y droxy-K2-methoxyeth y l)-4-({4-[4- 
(4,4Atrifluorobutoxy)phe n yl]piperidm-l-yI}suIfon y Dpiperi(Une^-carboxainide 

h y drochloride. 

? v° 





5 18941 Part A. Preparation of l-bromo-4-(4,4,4-trifluorobutox y )benzene. An 

N,N-dimethylformamide (53.0 mL) solution of 4-bromophenol (Aldrich, 4.57 g, 26.4 
mmol) was treated with potassium carbonate (4.57 g, 33.0 mmol) and l-bromo-4,4,4- 
trifluorobutane (Lancaster, 5.30 g, 27.7 mmol) under N 2 and stirred at 60°C. After 1.5 
days, the mixture was diluted with ethyl acetate (100 mL) and partitioned with water (50 
1 0 mL). The organic layer was separated, washed with saturated NaHC0 3 (25 mL), washed 
with 2.5 NNaOH (20 mL), washed with 1 : 1 brine/water (3 x 20 mL), washed with brine 
(2 x 25 mL), dried over Na 2 S0 4 , filtered, and concentrated in vacuo to produce a product 
in the form of an amber oil (7.28 g, 97%). LC/MS m/z = 283 [M + H]. 

18951 Part B. Preparation of tert-butyl 4-h y drox y -4-[4-(4,4,4- 
15 trifluorobutox y )pben y l]piperidine-l-carbox y Iate. A tetrahydrofuran (40 mL) solution 
of the aryl bromide prepared in Part A (5.0 g, 17.7 mmol) was cooled to -78°C under N 2 
and then slowly treated with 1.6 M n-butyl hthium (in hexanes) (12.2 mL, 19.4 mmol) 
over 10 min. The resulting homogeneous solution was stirred at -78 °C for 1 hr, and then 
treated with tert-butyl 4-oxo-l-piperidine carboxylate (3.52 g, 17.7 mmol) in THF (14 
20 mL) over 10 min. After 1 hr 50 min, the mixture was warmed to 0°C. After 30 min, the 
mixture was quenched with aqueous, saturated ammonium chloride (20 mL), and 
partitioned with ethyl acetate (100 mL) and water (50 mL). The aqueous layer was 
separated and extracted with ethyl acetate (20 mL). The combined organic layers were 
washed with saturated NaHC0 3 (50 mL), washed with 1 :1 brine/water (2 x 100 mL), 
25 washed brine (2 x 50 mL), dried over Na 2 S0 4 , filtered, and concentrated in vacuo. The 
resulting yellow oil was purified on silica, eluting with 3 :1 hexanes/ethyl acetate to 
produce the product in the form of a light yellow solid (2.79 g, 39%). LC/MS m/z = 426 
fM + Na]. 
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(896] Part C. Preparation of 4-[4-(4,4,4-trifluorobutoxy)phenyl]piperidine 
hydrochloride. A methylene chloride solution (20.0 mL) of the alcohol prepared in Part 
B (2.67 g, 6.62 mmol) was cooled to 0°C, treated with triethylsilane (3.17 mL, 19.9 
mmol). followed by trifluoroacetic acid (5.10 mL, 66.2 mmol). The mixture was then 

5 removed from the cold bath and stirred at ambient temperature for 1 .5 hr. The mixture 
was concentrated in vacuo, dissolved in methanol (15.0 mL), treated with 4 NHCl in 1,4- 
dioxane (4.0 mL), and concentrated in vacuo. These steps were repeated once more. 
Afterward, the concentrated product was dried in vacuo to produce the product in the form 
of a yellow solid (2.68 g, 125% mass recovery; retained 1,4-dioxane). LC/MS mlz = 288 

10 [M + H]. 

1897] PartD: Preparation of l-(methyIsulfonyl)-4-[4-(4,4,4- 
trifluorobutoxy)phenyl]piperidine. A methylene chloride solution (10 mL) of the amine 
prepared in Part C (2.14 g, 6.61 mmol) was treated under N 2 with triethylamine (2.3 mL, 
16.5 mmol). The resulting suspension was cooled to 0°C and slowly treated with a 

15 methylene chloride solution (3.2 mL) of methanesulfonyl chloride (0.56 mL, 7.27 mmol), 
and then removed from the cold bath. After 16 hr, the reaction mixture was further treated 
at ambient temperature with triethylamine (0.5 mL, 3.6 mmol) and methanesulfonyl 
chloride (0.20 mL, 2.60 mmol) to drive the reaction to completion. After 4 hr, the mixture 
was concentrated in vacuo and then partitioned with ethyl acetate (50 mL) and water (30 

20 mL). The aqueous layer was separated, extracted with ethyl acetate (25 mL). The 

combined organic layers were then washed with saturated NaHCC>3 (25 mL), washed with 
1 : 1 brine /water (2 x 20 mL), washed with brine (2x10 mL), dried over Na2S04, filtered, 
and concentrated in vacuo to produce the product in the form of a light yellow solid (2.49 
g, 100%). LC/MS m/z - 388 [M + Na]. 

25 [898] Part E. Preparation of tert-butyl ({4-[4-(4 5 4,4- 

trifluorobutoxy)phenyl]piperidin-l-yI}sulfonyl)acetate. A tetrahydrofuran solution (17 
mL) of the methyl sulfonamide prepared in Part D (3.09 g, 8.46 mmol) and di-ferf-butyl 
dicarbonate (2.03 g, 9.30 mmol) was cooled to -78 °C under N 2 . The resulting yellow 
suspension was treated with 1M lithium bis(trimethylsilyl)amide (in tetrahydrofuran) (23.3 

30 mL, 23.3 mmol) over 10 min. After 1 hr, the resulting homogeneous solution was warmed 
to 0 °C. After 1 hr, the mixture was cooled to -78°C, quenched with aqueous, saturated 
ammonium chloride (20.0 mL), and warmed to ambient temperature. The mixture was 
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partitioned with ethyl acetate (100 mL) and water (50 mL). The organic layer was 
separated, washed with saturated NaHC0 3 (50 mL), washed with 1 : 1 brine /water (50 
mL), washed with brine (2 x 25 mL), dried over Na 2 S0 4 , filtered, and concentrated in 
vacuo to produce the product in the form of a yellow solid (4.09 g, 100%). LC/MS m/z - 
5 488[M + Na]. 

[899] Part F. Preparation of tert-butyl l-(2-methoxyethyl)-4-({4-[4-(4,4,4- 
trffluorobutoxy)phenyl]piperidin-l-yl}sulfonyl)piperidine-4-carboxylate. An N,N- 
dimemylformamide (10.0 mL) solution of bis(2-cMoroemyl)-2<nemoxyemylamine 
hydrochloride (Clariant) (1.32 g, 5.59 mmol), potassium carbonate (3.56 g, 25.8 mmol), 
10 and 1 8-crown-6 ether (0.34 g, 1 .29 mmol) was treated (under N 2 while being stirred at 
60°C) portion-wise with the ester prepared in Part E (total of 2.0 g, 4.30 mmol - addition 
protocol: 0.5 g, then 0.25 g 30 min later, followed by 0.25 g portions every 15 min until all 
the 2.0 g was added to the reaction mixture). After 23 hr, the mixture was diluted with 
ethyl acetate (30 mL) and partitioned with water (25 mL). The aqueous layer was 
1 5 separated, and extracted with ethyl acetate (2 x 20 mL). The combined organic layers 
were washed with saturated NaHC0 3 (20 mL), washed with 1 :1 brine /water (20 mL), 
washed with brine (20 mL), dried over Na 2 S0 4 , filtered, and concentrated in vacuo. The 
resulting solid was purified on silica, eluting with 1:1 hexanes/ethyl acetate to produce the 
product in the form of a orange solid (1.57 g, 61%). LC/MS m/z = 593 [M + H]. 
20 [900] Part G. Preparation of N-hydroxy-l-(2-methoxyethyl)-4-({4-[4-(4,4,4- 

trifluorobutoxy)phenyl]piperidin-l-yl}sulfonyl)piperidine-4-carboxamide 
hydrochloride. A methylene chloride solution (5.0 mL) of the ester prepared in Part F 
(1 .48 g, 2.50 mmol) was treated with trichloroacetic acid (5.0 mL, 64.9 mmol) and stirred 
at ambient temperature. After 24 hr, the mixture was concentrated in vacuo, then treated 
25 with 4 NUCl in 1,4-dioxane (5 mL) and concentrated in vacuo. These steps were repeated 
once more, and the resulting material was then treated with diethyl ether (20 mL), stirred 
at ambient temperature for 15 min, and concentrated in vacuo. This produced a glassy 
solid (1.22 g), which was subsequently dissolved in N,N-dimethylfonnamide (5.0 mL), 
treated with l-(3-dimemylammcHpropyl)-3-emylcarbodiimidehydrocUori (0.61 g, 3.19 
30 mmol) and N-hydroxybenzo-triazole hydrate (0.43 g, 3.19 mmol), and stirred at ambient 
temperature under N 2 . After 30 min, the resulting solution was treated with 0-(tetrahydro- 
2H-pyran-2-yl)hydroxylamine (0.37 g, 3.19 mmol), followed by N-methylmorpholine 
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(0.94 mL, 8.52 mmol). After 3.5 hr, the mixture was diluted with ethyl acetate (25 mL) 
and partitioned with water (20 mL). The aqueous layer was separated and then extracted 
with ethyl acetate (2 x 25 mL). The organic layers were combined, washed with saturated 
NaHC0 3 (25 mL), washed withl:l brine /water (20 mL), washed with brine (20 mL), 

5 dried over Na 2 S0 4 , filtered, and concentrated in vacuo. The resulting orange/brown solid 
(1.54 g) oil was dissolved in ethyl acetate (5.0 mL), diluted with methanol (1.0 mL), and 
treated with 4 N HC1 in 1 ,4-dioxane (3.0 mL, 12. 1 mmol). After stirring for 20 hr at 
ambient temperature, the mixture was diluted with ethyl acetate (25 mL) and partitioned 
with saturated NaHCC>3 (20 mL). The organic layer was washed with brine, dried over 

10 Na 2 S04, filtered, and concentrated in vacuo. The resulting oil was purified on reverse 
phase HPLC (acetonitrile/water/TFA) to produce, after exchange of TFA for HC1 (with 4 
NHCl in 1,4-dioxane), the product in the form of a white solid (0.51 g, 36% for three 
steps). HRMS (ES+) m/z calculated for C24H36N 3 0 6 SF 3 : 552.2350, observed [M + H] 
552.2378. 

15 [901] Example 21. Preparation of N-hydroxy-4-{ [4-(4- 

pentylphenyl)piperazin-l-yl]sulfony^ 
hydrochloride* 




[902] Part A. Preparation of l-(4-bromophenyl)-4- 
| 20 (methylsulfonyl)piperazine. A methylene chloride solution (100 mL) of the l-(4- 

bromophenyl)-piperazine hydrochloride (25.0 g, 90.1 mmol) under N2 was treated with 

triethylamine (27.6 mL, 198 mmol). The resulting suspension was cooled to 0 °C and 
£ slowly treated with a methylene chloride solution (80 mL) of methanesulfonyl chloride 

f (7.67 mL, 99. 1 mmol). The mixture was then removed from the cold bath. After 1 9 hr at 

25 ambient temperature, the mixture was concentrated in vacuo and then suspended in water 
; (200-300 mL). The suspension was stirred for 2 hr, filtered, washed with water, and dried 

under high vacuum to afford a yellow solid (29.54 g, >100% mass recovery due to residual 

solvent). HPLC: > 90% clean. LC/MS m/z = 319 [M + H]. 
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(9031 Part B. Preparation of l-(4-bromophenyl)-4- 
(methylsulfonyDpiperazine. A tetrahydrofuran solution (30 mL) of 1-pentene (15.6 mL, 
135 mmol) was placed in a 0°C bath and slowly treated with 0.5 M 9- 
borabicyclo[3.3.1]nonane in THF (270 mL, 135 mmol) over 20-30 min., keeping the 
temperature below 10°C. After the addition was complete, the cold bath was removed and 
the mixture was stirred at ambient temperature overnight. The reaction was then fitted 
with a reflux condenser treated with aqueous 2M K3PO4 (135 mL, 270 mmol), 
(dppf)PdCl2 (3.1 1 g, 3.81 mmol), and the sulfonamide prepared in Part A (24.3 g, 76.1 
mmol). The resulting reddish brown suspension was refluxed for 1 .5 hr. The mixture was 
cooled to ambient temperature and concentrated in vacuo. The resulting residue was 
partitioned with ethyl acetate (400 mL) and water (400 mL). The aqueous layer was 
removed, and the organic layer was washed with saturated NaHCOa, washed with 1 : 1 
brine/water, washed with brine, dried oyer Na 2 S0 4 , filtered, and concentrated in vacuo. 
The crude material was dissolved in methylene chloride (100 mL), treated with 
decolorizing charcoal, stirred for 2 hr, and filtered through Celite, and concentrated ft. 
vacuo. The resulting reddish brown oil was then recrystallized in methanol to afford a 
white solid (8.28 g, 35% in three crops of crystals). LC.MS m/z = 311 [M + H]; 333 (M + 
Na]. 

[904] PartC: Preparation of tert-butyl {[4-(4-pentylphenyl)pipera Z in-l- 
yl]sulfonyl}acetate. A tetrahydrofuran solution (52 mL) of the methyl sulfonamide 
prepared in Part B (8.0 g, 25.8 mmol) was cooled to -78 °C under N 2 , and then treated 
with 1M hthium bis(trimethylsilyl)amide (in tetrahydrofuran) (67.0 mL, 67.0 mmol) over 
30 min. After 30 min at -78 °C, the mixture was stirred at 0 °C for 1 hr, cooled to -78 °C, 
and treated with di-tert-butyl dicarbonate (2.03 g, 9.30 mmol) in THF (10 mL). After 45 
min at -78 °C, the mixture was warmed to 0°C to drive the reaction to completion. The 
mixture was then cooled to -78 °C, quenched with aqueous, saturated ammonium chloride 
(100 mL), and warmed to ambient temperature. The mixture was partitioned with ethyl 
acetate (100 mL) and water (50 mL). The organic layer was separated, washed with 1 : 1 
brine /water (50 mL), washed with brine 50 mL), dried over Na 2 S0 4 , filtered, and 
) concentrated in vacuo. The resulting residue was recrystallized in acetonitrile and 

methanol to afford a white solid (5.45 g, 51%). The filtrate was further purified on silica, 
eluting with 1:1 hexanes/ethyl acetate to produce more of the same product as a white, 
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yellow solid (2.02 g, 19%): total combined product (7.47 g, 70%). LC/MS m/z = 41 1 [M 
+ H] 

[905] Part D. Preparation of tert-butyl l-benzyl-4-{[4-(4- 
pentylphenyl)piperazin-l-yl]sulfonyl}piperidine-4-carboxylate. AnN,N- 

5 dimethylformamide (10.0 mL) solution of the ester prepared in Part C (5.50 g, 13.4 
mmol) was treated with potassium carbonate (5.55 g, 40.0 rrnnol), 18-crown-6 ether 
(catalytic), and N-benzyl>N,N-bis(2-chloroethyl)amine (3.27 g, 14.1 mmol) under N 2 and 
stirred at 60°C. After 24 hr, the temperature was increased to 70°C to drive reaction to 
completion. After 4 days, the reaction was cooled to ambient temperature, diluted with 

10 ethyl acetate (100 mL), and partitioned with water (100 mL). The aqueous layer was 
separated and extracted with ethyl acetate (50 mL). The combined organic layers were 
washed with 1:1 brine /water (60 mL), washed with brine (2 x 20 mL), dried over Na 2 S0 4 , 
filtered, and concentrated in vacuo to afford an amber oil (8.4 g, 1 10% mass recovery; 
residual DMF). LC/MS m/z = 570 [M + H]. 

15 [906] Part E. Preparation of tert-butyl 4-{[4-(4-pentylphenyI)piperazin-l- 

yl]sulfonyl}-l-(trifluoroacetyl)piperidine-4-carboxylate. The ester prepared in Part D 
(7.5 g, 13.2 mmol) was dissolved in methanol (75 mL) at 50°C, and then cooled to 
ambient temperature. The resulting solution was charged with ammonium formate (2.5 g, 
39.6 mmol), palladium on carbon (Degussa, 10% wt Pd), 50% water) (0.75 g, 10% by wt), 

20 and heated to 50 °C for 4 hr. The resulting mixture was cooled to ambient temperature 
and further charged with ammonium formate (2.5 g, 39.6 mmol), palladium on carbon 
(Degussa, 10% wt Pd), 50% water) (0.75 g, 10% by wt), and heated to 60 °C for another 4 
hr to drive the reaction to completion. Afterward, the mixture was cooled to ambient 
temperature, filtered through celite, washed with methanol, and concentrated in vacuo. 

25 The resulting yellow liquid was partitioned with ethyl acetate (200 mL) and 2M NaOH 
(100 mL). The aqueous layer was separated and extracted with ethyl acetate (50 mL). 
The organic layers were then combined and washed with 2M NaOH (50 mL), washed with 
1:1 brine/water (50 mL), washed with brine (50 mL), dried over Na 2 S0 4 , filtered, and 
concentrated in vacuo to afford a yellow oil. A portion of this material (1.0 g, 2.08 mmol) 

30 was dissolved in methylene chloride (3.7 mL), and then treated with triethylamine (0.70 
mL, 5.0 mmol) and trifluoroacetic anhydride (0.353 mL, 2.5 mmol). The resulting 
mixture was stirred at ambient temperature overnight. Afterward, the mixture was 
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concentrated in vacuo and then partitioned with ethyl acetate (25 mL) and water (25 mL). 
The organic layer was separated and washed with saturated NaHC0 3 (1 0 mL), washed 
with 1 : 1 brine /water (20 mL), washed with brine (20 mL), dried over Na 2 S0 4 , filtered, 
and concentrated in vacuo. The crude orange oil was recrystallized in methanol (3 mL) to 
5 afford a white solid (0.64 g, 53% for two steps). LC/MS mlz = 576 [M + H]; 598 [M + 
Na]. 

{9071 Part F. Preparation of tert-butyl 4-{[4-(4-pentylphenyl)piperazin-l- 
yllsulfonyll-KtrifluoroacetyOpiperidine-^carboxylate. A methylene chloride solution 
(5.0 mL) of the ester prepared in Part E (0.61 g, 1.06 mmol) was treated with 
10 trifluoroacetic acid (3.5 mL, 45.4 mmol). After24hr of stirring at ambient temperature, 
the mixture was concentrated in vacuo to approximately 25% volume, and then added to 
vigorously stirred diethyl ether (50 mL). After 2 hr, the resulting suspension was filtered, 
washed with diethyl ether, dried in vacuo, dissolved in acetonitrile (25 mL), and 
concentrated in vacuo (this was.repeated once more) to afford a white solid (0.49 g, 73%). 

1 5 LC/MS m/z = 520 [M + H]. 

[9081 Part G. Preparation of 4-{[4-(4-pentylphenyl)piperazin-l-yl]sulfonyl}- 

NKtetrahydro-2H-pvran-2-y^ 




CH 3 

An N,N-dimethylformamide (5.0 mL) solution of the acid prepared in Part F (0.45 g, 0.71 
20 mmol) was treated with H3-dimemylammo-propyl>3^mylcarbodiimide hydrochloride 
(0.21 g, 1.07 mmol) and N-hydroxybenzo-triazole hydrate (0.14 g, 1.07 mmol), and then 
treated with a(tetrahydro-2H-pyran-2-yl)hydroxylaniine (0.12 g, 1.07 mmol), Mowed 
by N-methylmorpholine (0.31 mL, 2.84 mmol). The resulting mixture was stirred at 
ambient temperature under N 2 . After 2.5 days, the resulting solution was diluted with 
25 ethyl acetate (15 mL) and partitioned with water (15 mL). The organic layer was 

separated and then washed with saturated NaHC0 3 (15 mL), washed with 1:1 brine /water 
(20 mL), washed with brine (20 mL), dried over Na 2 S0 4 , filtered, and concentrated in 
vacuo. The resulting amber oil was purified on silica, eluting with 3 :1 hexanes/ethyl 
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acetate, to afford a clear colorless oil (0.5 g, 100%). LC/MS m/z = 619 [M + H]; 641 [M 
+ Na]. 

[909] PartH: Preparation of N-hydroxy-4-{[4-(4-pentyIphenyl)piperazin-l- 
yl]sulfonyl}-l-(trifluoroacetyl)piperidine-4-carboxamide hydrochloride. The THP- 

5 protected hydroxamate prepared in Part G (0.42 g, 0.67 mmol) was dissolved in methanol 
(1.0 mL) and then treated with 4 NHCl in 1,4-dioxane (3.0 mL, 12.0 mmol). After 
stirring for 80 min at ambient temperature, the mixture was concentrated in vacuo to 25% 
volume, and then treated with diethyl ether (30 mL). The resulting suspension was 
filtered, washed with diethyl ether, and dried in vacuo to afford an orange/light peach solid 

10 (0.37 g, 97%). HRMS (ES+) m/z calculated for C23H34N4O5SF3: 535.2197, observed [M + 
H] 535.2167. 

[910] Example 22. Preparation of l-ethyl-4-{[4-(3-fluoro-4- 
pentylphenyl)piperazin-l-yl]sulfonyl}-N-hydroxypiperidine-4-carboxamine 
hydrochloride. 



15 




To a mixture of 4-bromo-2-fluorobenzaldehyde (2.00 g, 9.86 mmol) and potassium 
carbonate (1.72 g, 12.10 mmol) in isopropyl alcohol (5 mL) under N2 at ambient 

20 temperature was added butyltriphenylphosphonium bromide (4.92 g, 12.3 mmol). The 
resulting mixture was heated at 80°C for 18 hr. Afterward, the mixture was concentrated 
in vacuo. Ether was then added, and the resulting mixture was filtered through a silica bed 
and concentrated in vacuo to provide the alkene as a clear, colorless liquid (1.78 g, 74% 
yield). The proton NMR spectrum was consistent with the desired alkene as a mixture of 

25 cis and trans isomers. 
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[9121 PartB. Preparation of: 

N 

To a 75°C mixture of 18-crown-6(3.05 g,l 1.6 nnnol), potassium carbonate (32.0 g, 232 
mmol), and 1 .S-dichloro-S-ethyl-S-azapentane hydrochloide (9.58 g,46.4 mmol) (synthetic 

5 procedure in J. Org. Chem. 1993, 58, 1359-1366) in DMF(197 mL) under N 2 was added 
drop wise a solution of tert-butyl [(4-benzylpiperazin-l-yl)sulfonyl]acetate (13.7 g,38.7 
mmol) in DMF (73 mL). The resulting mixture was heated for 15 nr. The ambient 
reaction mixture was filtered, and the nitrate was concentrated in vacuo. Chromatography 
' (silica gel; hexane/ethyl acetate) provided the piperidine as a yellow solid (9.66 g, 55% 

10 yield): HR-MS MH* calcd. for C 23 H 38 N 3 0 4 S 452.2583, found 452.2600. 
[913] PartC. Preparation of: 

O O O / — v 

H 3 c4-crV w 

CH, Q 
N 

H3CO 

A mixture of the piperidine of Part B (9.66 g,21.4 mmol) and a catalytic amount of 20% 
Pd(OHVC in ethanol was reacted at ambient temperature under H 2 (50 psi). The mixtuer 
15 was then filtered and concentrated in vacuo to provide the piperazine as a white wax (7.44 
g, 96% yield): MS MH* calcd. for C l6 H 3 2N 3 0 4 S 362, found 362. 
[914] PartD. Preparation of: 

CHj r J F 

To an 82°C mixture of the alkene of Part A (2.38 g, 9.79 mmol), the piperazine of Part C 
20 (3.35 g, 9.26 mmol), sodium t-butoxy (1.04 g, 10.8 mmol), and racemic-2,2'- 

bis(diphenylphosphino)-l,l '-binaphthyl (0.143 g, 0.229 mmol) in dioxane (17 mL) was 
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added tris(dibenzylideneacetone)-dipalladium(0) (0.069 g, 0.076 mmol) under N 2 . The 
resulting black mixture was heated at 80°C for 18 hr. Afterward,, the mixture was diluted 
with water (300 mL) and extracted with CH 2 C1 2 (3x100 mL). The organic layer was 
washed with water(2xl00 mL) and brine(100 mL), dried over MgS0 4 , concentrated in 
5 vacuo, and purified by flash chromatography (sihca gel; methanol/CH 2 Cl2) to provide the 
alkenyl piperazine as an oil (3.00 g, 62% yield): MS MH*" calcd. for Q27H43N3O4SF 524, 
found 524. The proton NMR spectrum was consistent for the desired product as a mixture 
of cis and trans isomers. 

1915] PartE. Preparation of: 

10 H 3 C ^ 

The alkenyl piperazine of Part D (1.20 g, 1.81 mmol) was hydrogenated at 5 psi in 
ethanol with 20% palladium hydroxide on carbon at ambient temperature for 12 hr. The 
resulting solution was concentrated in vacuo and purified by chromatography (silica gel; 
methanol/CH 2 Cl2) to provide the alkanyl piperazine as an impure yellow oil (2.48 g, 85% 
15 yield): MS MH* calcd. for C27H45N3O4FS 526, found 526. 
[9161 PartF. Preparation of: 

HCI HC , 

H 3 C- ' 

A solution of the alkanyl piperazine of Part E (2.48 g, 4.72 mmol) in 4N HCI in dioxane 
(12 mL, 47.2 mmol) was stirred at ambient temperature for 18 hr. The resulting solution 
20 was concentrated in vacuo, treated again for 4 hr with 4N HCI, and poured into ether (30 
mL) to precipitate the acid as a pink solid (2.14 g, 84% yield): MS MH* calcd. for 
C23H37N3O4FS 470, found 470. 
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[917] PartG. Preparation of: 



CH 3 

v * \ ^ * \ 7' W // 




A mixture of the acid of Part F (2.04 g, 3.76 mmol), 1-hydroybenzotriazole hydrate 
(0.754 g, 5.58 mmol), N-methylmorpholine (1.55 mL, 14.0 mmol), 0-(tetrahydro-2H- 
5 pyran-2-yl)hydroxylamme (0.761 g, 6.50 mmol), and l^imemylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (1.06 g, 5.52 mmol) inNMP (17 mL) under N 2 was 
stirred at ambient temperature for 18 hr, and then heated at 52°C for 48 hr. To the mixture 
was added lK3^e%lammopropyl>3-emylcarbodiimide hydrochloride (0.600 g, 3.13 
mmol) and OKtetrahydro-2H-pyran-2-yl)hydroxylannne (0.500 g, 4.27 mmol) and was 
10 heated at 75°C for 7 days. The ambient mixture was diluted with water (350 mL), and 
then extracted with ethyl acetate (3x100 mL). The organic layer was washed with water 
(100 mL), washed with IN NaOH (100 mL), washed with water (2x100 mL), washed with 
brine (100 mL), concentrated in vacuo, and purified by chromatography (silica gel; 
memanoVCH 2 Cl 2 /NH 3 ) to provide the O-protected hydroxamate as a white solid (0.946 g, 
15 44% yield): MS MH* calcd. for CzgH^OsFS 569, found 569. 
[918] Part H. Preparation of: 





F 

HC1 H *° 



A solution of the O-protected hydroxamate of Part G (0.926 g, 1.62 mmol) and acetyl 
chloride (0.591 g, 7.83 mmol) in methanol (16 mL) was stirred at ambient temperature for 
20 20 min. The resulting solution was poured into ethyl ether (300 mL), concentrated in 

vacuo, triturated with ether, and purified by reverse phase chromatography to provide the 
title compound as an off-white solid (0.49 g, 55% yield): MS Mlf calcd. for 
C23H38N4O4FS 485, found 485. 
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[919] Example 23. Preparation of 4-{[4-(2-fluoro-4-pentyIphenyl)piperazin- 
l-yl]sulfonyl}-N-hydroxytetrahydro-2H-pyran-4-carboxamide hydrochloride. 




HCl 



[920] Part A. 4-Chloro-3-fluorobenzaldehyde (2.35 g, 15 mmol), n- 
5 butyltriphenylphosphonium bromide (7.38 g, 19 mmol), and potassium carbonate (2.57 g, 
19 mmol) were suspended in isopropanol and heated for 48 hr at 80°C. The mixture was 
concentrated, and then diluted with water (150 mL) and hexane (50 mL). This mixture was 
filtered, and the hexane layer was separated. The aqueous layer was extracted with 
additional hexane (2 X 50 mL). The combined hexane phases were washed with water (50 
10 mL), and then dried over magnesium sulfate. Concentration afforded the desired olefin as 
a clear yellow oil (2.62 g, 89%). 

[921] Part B. The olefin from Part A (1 .18 g, 6.0 mmol) was subjected to 
hydrogenation over 5% Pd-C in ethanol for 30 min. The product was filtered through 
celite, and then concentrated to afford the desired aryl pentane as an oil (1.09 g, 91%) 
15 [9221 Part C: Tert-butyl 4-(piperazin-l-ylsulfonyl)tetrahydro-2H-pyran-4- 

carboxylate (1.50 g, 4.5 mmol), l-(3-fluoro, 4-chlorophenyl)pentane from Part B (1.09 g, 
5.45 mmol), 2-(di-t-butylphosphino)biphenyl (89 mg, 0.3 mmol), Pd(OAc) 2 (45 mg, 0.2 
mmol), sodium t-butoxide (538 mg, 5.6 mmol), and toluene (3 mL) were combined in a 
reaction vessel, which was subsequently lowered into a 90°C oil bath. The mixture was 
20 stirred for 2 hr, and then allowed to cool. Subsequently, the mixture was diluted with 
water (50 mL), and extracted with ethyl acetate (2 X 100 mL). The combined organic 
layers were dried using magnesium sulfate. Concentration followed by chromatography 
I afforded 1 . 1 5 g (5 1 %) of a crude t-butyl ester as a solid. 

[923] Part D. The biphenyl ester from Part C (1 . 1 5 g, 2.3 mmol) was dissolved 
25 in trifluoroacetic acid. The resulting solution was briefly heated to reflux, and then stirred 
at ambient temperature for 1 hr. The solvent was removed, and the resulting residue was 
azeotroped with acetonitrile. The crude biphenyl acid was dried in vacuo, and then 
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combined with N-memylmorphohne (ca. 1 mL), 0-(tetrahydro-2H-pyran-2- 
yl)hydroxylamine (0.468 g, 4 mmol), 1-hydroxybenzotriazole hydrate (0.540 g, 4 mmol), 
and N,N-dimethylformamide (5 mL). The resulting mixture was stirred for 10 min, and 
then lK3^imethylammopropyl)-3-emylcarbodiimide hydrochloride (0.764 mg, 4 mmol) 
was added. Stirring was then resumed for 2 hr at ambient temperature. Afterward, the 
mixture was diluted with water (100 mL), and was extracted with ethyl acetate (2 X 100 
mL). The combined organic layers were dried over magnesium sulfate and concentrated. 
The resulting residue was purified by flash chromatography, affording the desired THP- 
hydroxamate as a foam (1 .1 g, 87% from t-butyl ester). 

[924J Part E. The THP-hydroxamate of Part D (1.1 g, 2.0 mmol) was dissolved 
in methanol (50 mL). Acetyl chloride (ca. 5 mL) was added slowly. After 10 min, the 
solution was concentrated. The solid was triturated with ether and dried in a vacuum oven 
at 40°C, affording 849 mg of the title hydroxamate (95%). MS MH* calc'd. for 
C21H32FN3O5S 458.2125, found 458.2143. Anal. Calc'd for C 2 ,H32FN30 5 S(1HC1): C, 
15 51.06; H, 6.73; N, 8.51. Obs.: C, 50.77; H, 7.57; N, 8.52. 

[9251 Example 24. Preparation of 4-{[4-(5-butylpyridin-2-yl)piperidin-l- 
yl]sulfonyl}-ls:yclopropyl-N-hydroxvpiperidme-4-carboxamide hydrochloride: 



10 



A 

2HCI > 

-H 3 

[926] Part A. Preparation of iodo intermediate. To a solution of N-Boc-4- 



2HC1 

CI 



20 hydroxypiperdine (10.0 g, 49.7 mmol) in dichloromethane (200 mL) was added 

triphenylphosphine (16.9 g, 64.6 mmol) and imidazole (5.07g, 74.5 mmol). The resulting 
slurry was cooled to 0°C in an ice bath. Iodine (15.1 g, 59.6 mmol) was added in small 
portions. The solution was then stirred for 18 hr at ambient temperature. Afterward, the 
solution was diluted with water and extracted with diethyl ether. The organic layer was 

25 washed with water and saturated aqueous NaCl, and then dried over sodium sulfate. 
Concentration in vacuo followed by trituration with hexane removed the excess 
triphenylphosphine and triphenylphosphine oxide. The filtrate was concentrated in vacuo 
to provide the iodo intermediate as a colorless oil (14.4 g, 93 % yield). 
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[927] Part B. Preparation of tert-butyl 4-(5-bromopyridin-2-yl)piperidine-l- 
carboxylate intermediate. Zinc dust (6.38 g, 97.7 mmol) was suspended into 
tetrahydrofuran (10 mL), and 1,2-dibromoethane (0.55 mL, 6.43 mmol) was added. The 
slurry was heated to reflux with a heat gun 3 times. Upon cooling to ambient temperature, 

5 trimethylsilyl chloride (0.78 mL, 6.15 mmol) was added. After 15 min, the iodo 

compound of Part A (22.5 g, 72.3 mmol) was added. After 30 min, 2,5-dibromopyridine 
(1 7. 1 g, 72.3 mmol) in tyMmethylacetamide(50 mL) was added, followed by 
tris(dibenzylideneacetone)dipalladium(0) (659 mg, 0.72 mmol) and tri-2-furylphosphine 
(67 1 mg, 2.90 mmol). The solution was then heated at 80°C for 1 8 hr. Afterward, the 

10 solution was cooled to ambient temperature and filtered through Celite, rinsing with ethyl 
acetate and water. The filtrate was diluted with ethyl acetate, washed with water and 
brine, and dried over sodium sulfate. Concentration in vacuo produced tert-butyl 4-(5- 
bromopyridin-2-yl)piperidine-l-carboxylate as an orange oil (16.44 g, 67 % yield). 
MS(CI) M-tBu calculated for CisHbi^OiBr: 286, found 286. 

15 [928] Part C. Preparation of amine intermediate. To a solution of the tert- 

butyl 4-(5-bromopyridin-2-yl)piperidine-l-carboxylate of Part B (16.4 g, 48.3 mmol) in 
1 ,4-dioxane (30 mL) was added 4M HC1 in 1 ,4-dioxane (30 mL). The solution was then 
stirred for 48 hr. Afterward, the solution was concentrated in vacuo to provide the amine 
as an orange solid. 

20 [929] Part D. Preparation of benzyl 4-{ [4-(5-bromopyridin-2-yl)piperidin-l- 

yl]sulfonyl}piperidine-l-carboxylate intermediate. To a solution of the amine of Part 
C (15.6 g, 56.2 mmol) in dichloromethane (200 mL) was added diisopropylethylamine 
(21 .5 mL, 123.5 mmol). The solution was cooled to 0°C, and benzyl 4- 
(chlorosulfonyl)piperidine-l-carboxylate (17g, 53.5 mmol) was added dropwise as a 

25 solution in dichloromethane (100 mL). The solution was then stirred at ambient 
temperature for 1 8 hr. The solution was concentrated in vacuo, and the residue was 
dissolved into ethyl acetate. The organic solution was washed with 1M HC1, washed with 
saturated aqueous sodium bicarbonate, washed with saturated aqueous NaCl, and dried 
over sodium sulfate. Purification (silica gel/ ethyl acetate/ hexanes) produced benzyl 4- 

30 {[4-(5-bromopyridin-2-yl)piperidin-l-yl]sulfonyl}piperidine-l-carboxylate as a yellow 
solid (8.93 g, 31 %). MS(CI) MH* calculated for C23H 2 8N 3 04SBr: 524, found 524. 
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10 



[930] Part E. Preparation of -benzyl 4-methyl 4-{[4-(5.bromopyridin-2- 
yl)piperidin-l-yl]sulfonyl}piperidine-l,4^1icarboxylate intermediate. To a solution of 
the carboxylate of Part D (6.93 g, 13.3 mmol) in tetrahydrofuran (20 mL) was added 
fithium bis(trimethylsilyl)amide (1 .0M solution in tetrahydrofuran, 39.8,mL) dropwise 
over 30 min. After stirring at ambient temperature for 30 min, dimethylcarbonate (1.68 
mL, 19.9 mmol) was added. The solution was stirred at ambient temperature for 2 hr. The 
reaction was quenched with the addition of water. The solution was concentrated in 
vacuo, and the residue was dissolved into ethyl acetate. The organic solution was washed 
with water and saturated aqueous NaCl. Concentration in vacuo followed by trituration 
with methanol produced 1-benzyl 4-methyl 4-{[4-(5-b ro mopyridm-2-yl)piperidin-l- 
yl]sulfonyl}piperidine-l,4-dicarboxylate as a solid (4.65 g, 60 %). MS(CI) MH* 

calculated for CasHsoNsOeSBr 582, found 582. 

[931] PartF. Preparationofl-benzyl4-methyl4-{[4-(5-butylpyridin-2- 

y l)piperidm-l-yl] S ulfonyl}piperidme-lAdicarboxylate intermediate. To a solution of 
> the methyl ester of Part E (3.0 g, 5.17 mmol) in tetrahydrofuran (15 mL) was added 
potassium phosphate (3.29 g, 15.5 mmol) in water (10 mL). To this solution was then 
added tributylborane (1.0 M in tetrahydrofuran, 7.76 ml) and [1,1'- 
bis(dipheuylphospl^^^ < 211 mg > 026 mm ° 1) - 

The resulting solution was heated at 60°C for 20 hr. Afterward, the solution was filtered 
,0 through Celite, washing with ethyl acetate. The filtrate was then washed with water, 

washed with saturated aqueous NaCl, and dried over sodium sulfate. Chromatography (on 
silica, ethyl acetate/hexanes) produced 1-benzyl 4-methyl 4-{[4-(5-butylpyridin-2- 
yl)piperidm-l-yl]sulfonyl}piperidme-l,4^carboxylate as a yellow solid (2.82 g, 
quantitative yield). MS(C1) MH* calculated for C^NaOeS: 558, found 558. 
25 [932] PartG. Preparation of methyl 4-{[4-(5-butylpyridm-2-yl)piperidm-l- 

yl]sulfonyl}piperidine-l-carboxylate intermediate. A solution of the melbyl ester of 
Part F (2.47g, 4.43 mmol) was hydrogenated in ethanol in the presence of 20% 
Pd(OH)2/Cat20psifor3hratambienttemperature. The solution was then filtered and 
concentrated to produce methyl 4-{[4<5-butylpyridin-2-yl)piperidin-l- 
30 y l]sulfonyl}piperidine-4-carboxylate as an oil (1.65 g, 88 %). MS(CI) MH+ calculated for 
C21H33N3O4S: 424, found 424. 
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[9331 Part H. Preparation of methyl 4-{[4-(5-butylpyridin-2-yl)piperidin-l- 
yl]sulfonyl}-l-cyclopropylpiperidine-4-carboxylate intermediate. To a solution of the 
amine of Part G (500 mg, 1.18 mmol) in methanol (3 mL) was added glacial acetic acid 
(0.68 mL, 1 1.8 mmol). After 10 min of stirring at ambient temperature, (1- 
5 ethoxycyclopropyl)oxytrimethylsilane (0.31 mL, 1.53 mmol) was added. After 10 min, 
sodium cyanoborohydride (334 mg, 5.31 mmol) was added, and the solution was heated to 
reflux for 6 six hr. Afterward, the solution was stirred at ambient temperature for 18 hr. 
The solution was then concentrated in vacuo, and the residue was then dissolved into ethyl 
acetate. The organic solution was washed with water, washed with 1M NaOH, washed 
10 with saturated aqueous NaCl, and dried over sodium sulfate. Concentration in vacuo 
produced methyl 4-{[4-(5-butylpyridin-2-yl)piperidin-l-yl]sulfonyl}-l- 
cyclopropylpiperidine-4-carboxylate as a white solid (380 mg, 70 % yield for 2 steps). 
MS(CI) MH + calculated for C24H37N3O4S: 464, found 464. 

[934J Part I. Preparation of acid intermediate. To a solution of the 
1 5 cyclopropylamine of Part H (370 mg, 0.80 mmol) in methanol (3 mL) and 

tetrahydrofuran (3 mL) was added NaOH (320 mg) in water (2 mL). The solution was 
heated to 60°C for 6 hr. Afterward, the solution was concentrated in vacuo, and the 
residue was dissolved into water. The resulting solution was acidified to pH = 2 with 1M 
HC1. The solution was then concentrated. 
20 [935] Part J. Preparation of 4-{[4-(5-butylpyridin-2-yl)piperidin-l- 

yl]sulfonyl}-l-cyclopropyl-N-(tetrahydro-2H-pyran-2-yloxy)piperidine-4- 
carboxamide intermediate. To the crude acid of Part I (0.80 mmol) in N,N- 
dimethylformamide (3 mL) was added 1-hydroxybenztriazole (130 mg, 0.96 mmol), 4- 
methylmorpholine (0.44 mL, 4.0 mmol), and tetrahydropyranylamine (140 mg, 1.2 mmol). 
25 After 30 min, l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (215 mg, 
1.12 mmol) was added, and the solution was heated at 70°C for 18 hr. Afterward, the 
solution was partitioned between ethyl acetate and water. The organic layer was washed 
with water and saturated aqueous NaCl, and then dried over sodium sulfate. 
Chromatography (on silica, ethyl acetate/hexane/methanol) produced 4-{[4-(5- 
30 butylpyridin-2-yl)piperidin-l-yl]sulfonyl}-l-cyclopropyl-N-(tefr 

ylpxy)piperidine-4-carboxamide as an oil (160 mg, 36 % yield for 2 steps). MS(CI) MH* 
calculated for C28H44N4O5S: 549, found 549. 
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[9361 PartK. Preparation of 4-{[4-(5-butylpyridin-2-yl)piperidiii-l- 
yl]sulfonyl}-l-cyclopropyl-N-hydroxypiperidine-4-carboxamide hydrochloride. To a 

solution of the protected hydroxamate of Part J (150 mg, 0.27 mmol) in 1,4-dioxane (2 
mL) was added 4M HC1 in 1,4-dioxane (3 mL). The solution was stirred at ambient 

5 temperature for 1 hr. Afterward, the solution was concentrated in vacuo. The resulting 
residue was stirred in ethyl ether. Subsequently, vacuum filtration provided the title 
compound as a white solid (135 mg, 93 % yield). MS(CI) MH* calculated for 
C;3H36N 4 0 4 S: 465, found 465. HRMS calculated for C23H36N4O4S: 465.2536, found 
465.2553. Analytical calculation for C23H36N4O4S: C, 48.93; H, 7.32; N, 9.92; CI, 12.56. 

10 Found: C, 49.26; H, 7.71; N, 9.85; CI, 12.41. 

|937] Example 25. Preparation of l-cyclopropyl-N-hydroxy-4-({4-l4-(2,2,2- 
trifluoroethoxy)phenyl]piperidin-l-yl}sulfonyl)piperidine-4-carboxamide 

hydrochloride: 



O 0=S— N 

HO- 




HC1 



V 



15 [938] 




HO XF 3 




CF 3 



(1) ( 2 ) 

To a solution of 4-fluoro-benzaldehyde (1) (Aldrich, 8.0 g, 64.4 mmol) in N,N- 
dimethylformamide (120 ml) was added potassium carbonate (Aldrich, 13.4 g, 96.7 mmol) 
followed by 3,3,3-trifluoroethanol (2) (6.4 g, 64.4 mmol). The mixture was stirred at 80°C 
20 for 1 8 hr. After cooling to room temperature, the mixture was diluted with water, and the 
resulting solid was filtered. The filter cake was washed with water and dried in vacuo to 
afford compound (3) as a white solid (12.5 g, 95 % yield). 'H NMR indicated the desired 
compound (3). 
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[939] PartB: 

OH 




The product (3) from Part A (37 g, 181.2 mmol) and ethylacetoacetate (Aldrich, 69.3 ml, 
543.7 mmol) were added neat to a round bottom flask equipped with stir bar. A catalytic 

5 amount of piperidine (1 .0 ml) was added, and the mixture was stirred for 3 days to form a 
hard yellow solid. Ethanol (250 ml) was added to the yellow solid. The mixture was then 
heated to reflux for 20 min and then cooled to ambient temperature. The resulting solid 
was filtered, washed with hexanes, and dried. Next, a solution of KOH (50.8 g, 56.1 1 
mmol) in water (43 ml) was heated to 80°C. The dried solid was then added portion-Tyise, 

10 maintaining the temperature between 80-90°C. The resulting mixture was stirred at 80°C 
for 2 hr, and then poured into a flask of ice (300 g), followed by ethyl acetate (300 ml). 
The bi-phase mixture was separated, and the aqueous layer was titrated to pH 1 with 
concentrated HC1. An oil fell out which was separated from the aqueous phase. The 
aqueous phase was then extracted with dichloromethane (2x-150 ml). The organics were 

15 combined and added with the oil. The resulting mixture was dried over Na 2 S0 4 , filtered, 
and concentrated to form compound (4) as ( a pale yellow solid (27.7 g, 49.9%). l H NMR 
indicated the desired compound (4). 



[940] PartC: 




20 The solid product (4) from Part B (27.6 g, 9 1 . 1 mmol) was added to a round bottom flask 
along with urea (8.1 g, 135 mmol). The solids were heated at 150-160°C for 2 hr, and then 
cooled to room temperature. Ethanol (30 ml) was added, and the mixture refluxed for 1 
hr. As the mixture cooled, solids formed that were slurried in hexanes, filtered, and dried 
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to form compound (5) as an off-white Solid (24.1 g, 93 %). »H NMR indicated the desired 
product (5). 

[941] PartD: 

O 

HN'^i HN' 
o A>Y^ ^ kx*^ 

(5) (6) 
5 A Hthium aluminum hydride ("LAH") solution (1 .0 M in THF, 46 ml) was heated to 40°C 
in a round bottom flask. The solid product (5) from Part C (24 g, 83.6 mmol) was added 
portion-wise, keeping the temperature at less than 60°C. After the addition, the mixture 
was heated to reflux and stirred for 1.5 hr. Afterward, the vessel was cooled to room 
temperature. Water (2 ml) was slowly added to quench any remaining LAH. A 
10 potassium/sodium tartrate aqueous ^ 

g). After standing 1 hr, the solids were filtered. The resulting filtrate was dried over more 
Na 2 S0 4 , filtered, concentrated, and dried to produce compound (6) as a clear oil (17.0 g, 
78%). l H NMR indicated the desired product (6). 
[942] Part E: 



(7) 




A solution of the product (6) from Part D (13.6 g, 52.3 mmol) in dichloromethane (110 
ml) was cooled to 0°C. A solution of mesylchloride (Aldrich, 5.3 ml, 68.8 mmol) in 
dichloromethane (10 ml) was slowly dripped in over 15 min. The ice bath was removed 
and the mixture was warmed to room temperature. After 3 hr, the mixture was 
20 concentrated to dryness. The residue was taken up in ethyl acetate (300 ml), washed with 
10% HC1 (100ml), washed with water (100 ml), washed with brine (100 ml), and dried 
over Na 2 S0 4 . After filtering, the organic was concentrated and dried to produce 
compound (7) as a tan solid (14.9 g, 84 %). 1H NMR indicated the desired compound (7). 
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|943] Part F: 

H 3 C CH 3 o 

(7) (8) 

A solution of the product (7) from Part E (14.8 g, 43.9 mmol) and t-butylcarboxlyate 
anhydride (Aldrich, 1 1.5 g, 52.7 mmol) in tetrahydrofuran (80 ml) was cooled to -75°C. 

5 Lithium bis(trimethylsilyl)amide (Aldrich, 1.0 M in tetrahydrofuran, 132 ml, 132 mmol) 
was added slowly, keeping temperature of less than -60°C. After the addition, the mixture 
was wanned to 0°C and stirred for 1 hr. The mixture was then cooled back to -75°C and 
slowly quenched with saturated NH^Claq (200 ml), keeping the temperature at less than 
-20°C. The aqueous froze into a solid chunk of ice. After warming to 5°C, the mixture 

10 was separated, and the aqueous extracted via ethylacetate (3x- 200 ml). The organics were 
washed with saturated NH4CI (2x-200 ml), washed with water (Ix- 200 ml), washed with 
brine (lx-200ml), dried over Na 2 S04, and concentrated to produce a beige solid that was 
recrystallized from methanol to afford the product (8) (12.0 g, 62% yield). l H NMR 
indicated the desired compound (8). 

15 [944] Part G: 

CH 3 O I ^^N) 

(8) A ^ 

(9) CF3 

To a solution of the product (8) from Part F (4.0 g, 9.1 mmol), potassium carbonate 
(Aldrich, 7.6 g, 54.9 mmol), and 18-crown-6 (Aldrich, 0.5 g, cat. amt) in N,N- 
dimethylformamide (20 ml) was added bis(chloroethyl)-N-cyclopropylamine 
20 hydrochloride (E-4668,2.2 g, 10.0 mmol). The mixture was heated at 60°C for 1 8 hr and 
then worked up by cooling and pouring into water (50 ml). The resulting mixture was 
extracted via ethylacetate (2x~l 50 ml). The organics were combined and washed with 
water (lx-100 ml), washed with brine (2x- 100 ml), dried over Na 2 S0 4 , and concentrated 
to afford a brown oil. The oil was purified via silica gel (ethyl acetate: hexanes, 1 :9) to 
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10 



afford compound (9) as a white solid (1 .8 g, 36%. *H NMR indicated the desired 
compound (9). 



15 



20 



1945] PartH: 
ch 3 o o o 

H 3 C 




To a solution of the product (9) of Part G (1.8 g, 3.3 mmol) in methylene chloride (70 
ml) was added trifluoroacetic acid (Aldrich, 15 ml, 195 mmol). The mixture was stirred 
overnight at room temperature. The mixture was then concentrated to one-third volume. 
The residue was dripped into stirring diethylether (500 ml). The resulting solid, in turn, 
was collected, washed with diethylether, and dried to afford the product (10) as a TFA salt 
(1.9 g, 95 % yield). J H NMR indicated the desired compound (10). 
[946] Parti: 




9 Ov,° 

II vW/ 




(id 



To a solution of the product (10) of Part H (1.9 g, 3.1 mmol) inN,N-dimethylformamide 
(10 ml) was added triethylamine (Aldrich, 1.3 ml, 9.3 mmol) followed by N- 
hydroxybenzotriazole hydrate (Aldrich, 0.84 g, 6.2 mmol), O- (tetrahydro-2H-pyran-2-yl) 
hydroxyzine (11) (0.54 g, 4.6 mmol), and, lastly, l<3-dimemylaminopropyl>3- 
ethylcarbodiimide hydrochloride (Sigma, 1.5 g, 7.8 mmol). The resulting mixture was 
stirred at room temperature for 15 hr. The mixture was then diluted with water (15 ml) 
and ethylacetate (100 ml). The organics were separated, and the aqueous was further 
extracted with ethylacetate (2x-75 ml). The combined organics were then combined and 
washed with saturated aqueous NaHC0 3 (2x-150 ml), water (2x- 100ml), and brine (lx- 
200 ml). After drying over sodium sulfate, the organics were concentrated to afford 
compound (12) as a brown oil (1.7 g, 94 % yield). 'H NMR indicated the desired 
compound (12). 
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[9471 Part J: 




To the product (12) of Part I (1 .7 g, 2.9 mmol) was added methanol (2 ml) and 4 N HC1 
in dioxane (10 ml) for 1 hr . The solvent was concentrated to one-third volume. 

5 Diethylether was then added. The resulting solid was filtered, washed with diethylether, 
and dried to afford compound (13) as a beige solid (0.82 g, 87 % yield). J HNMR 
indicated the desired compound (13). HRMS for C22H30F3N3O5S indicated M^found = 
506.1915 (M^caic = 506.1931). 

[948] Example 26. Preparation of N-hydroxy-4-[(4-octylpiperidin-l- 

1 0 yl)sulfonyl] tetr ahydro-2H-pyran-4-carboxamide: 




1949] Part A. Preparation of tert-butyl 4-4{[4-(methoxymethylene)piperdin- 
l-yl]sulfonyl}tetrahydro-2H-pyran-4-carboxylate: 




15 An oven-dried round-bottomed flask fitted with septa and a nitrogen needle was charged 
with (methoxymethyl)triphenylphosphonium chloride (4.11 g, 12 mmol) and 
tetrahydrofuran (50 mL). The flask was immersed in an ice bath. AIM solution of 
lithium hexamethyldisilazide in tetrahydrofuran (13 mL, 13 mmol) was then added 
dropwise while maintaining mixture temperature at less than 5°C. After complete 

20 addition, the mixture was stirred with cooling for 1 5 min. Then, a solution of tert-butyl A- 
(4-oxopiperidin-l-yl)sulfonyl]te^ (3.47 g, 10 mmol) in 

tetrahydrofuran (10 mL) was added dropwise, again maintaining a reaction temperature at 
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less than 5°C. After complete addition (approximately 30 min), the mixture was stirred 
with cooling for 15 min, then the cooling bath was removed. The mixture was slowly 
warmed to room temperature and stirred overnight. Diethyl ether (200 mL) was added to 
the reaction mixture, resulting in a yellow precipitate, which was removed by vacuum 
5 filtration. The filtrate was washed with 5% aqueous HC1 (3X100 mL), saturated aqueous 
sodium bicarbonate (3X100 mL), and brine (1X100 mL). The organic layer was then 
dried over magnesium sulfate and concentrated in vacuo. Purification by flash column 
chromatography (20-40% ethyl acetate/hexane) yielded 2.82 g of the title compound as a 
colorless, viscous oil (75%): 1H NMR (CDCh) 5 1.51 (s, 9H), 2.05-2.30 (m, 2H), 2.29 
10 (m, 2H), 3.29 (m, 6H), 3.95 (dd, J = 1 1.4, 4.2 Hz, 2H), 5.84 (s, 1H); electrospray mass 
spectroscopy m/z = 376 (M+H). 

[950] Part B. Preparation of tert-butyl 4-[(4-formylpiperidin-l- 
yl)sulfonyl]tetrahydro-2H-pyran-4-carboxylate: 




1 5 A round-bottomed flask was charged the product of Part A (0.50 g, 1 .34 mmol), 

tetrahydrofuran (5 mL), and 5% aqueous HC1 (1 mL, 1.37 mmol). The resulting mixture 
was stirred at room temperature for 2 hr, and men heated to 50°C overnight. Afterward, 
the mixture was partitioned between diethyl ether (25 mL) and saturated aqueous sodium 
bicarbonate (25 mL). The organic layer was washed with brine (25 mL), dried over 

20 magnesium sulfate, and concentrated in vacuo. This resulted in isolation of 0.50 g 

(quantitative) product as a yellow solid: 1H NMR (CDCI3) 5 1.51 (s, 9H), 1.70 (m, 2H), 
1 .93 (m, 2H), 2.08 (td, J = 12.4, 4.8 Hz, 2H), 2.29 (d, J = 12.4 Hz, 2H), 2.41 (m, 1H), 3.1 1 
(m, 2H), 3.29 (td, J = 12, 1 .6 Hz, 2H), 3.70 (m, 2H), 3.95 (dd, J = 1 1.2, 4 Hz, 2H), 9.65 (s, 
1H); electrospray mass spectroscopy m/z = 362 (M+H). 
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1951] Part C. Preparation of tert-butyl 4-({4-[lE)-oct-l-enyl]piperdin-l- 
yl}sulfonyl)tetrahydro-2H-pyran-4-carboxylate: 



An oven-dried, round-bottomed flask fitted with septa and a nitrogen needle was charged 

5 with (heptyl)triphenylphosphonium bromide (LI g, 2.5 mmol) and tetrahydrofuran (10 
mL), resulting in a white slurry. The flask was immersed in an ice bath. Subsequently, a 
1 M solution of lithium hexamethyldisilazide in tetrahydrofuran (2.7 mL, 2.7 mmol) was 
added dropwise, maintaining the reaction temperature at less than 5°C. After complete 
addition, the mixture was stirred with cooling for 15 min. Then, a solution of the product 

10 from Part B (0.75 g, 2.07 mmol) in tetrahydrofuran (2 mL) was added dropwise, again 
maintaining the reaction temperature at less than 5°C. After complete addition 
(approximately 15 min), the mixture was stirred with cooling for 15 min. The cooling 
bath was then removed. The mixture was slowly warmed to room temperature and stirred 
for 1 hr. Diethyl ether (25 mL) was added to the mixture. This resulted in a tan 

1 5 precipitate, which was removed by vacuum filtration. The filtrate was washed with water 
(50 mL) and brine (50 mL). The organic layer was dried over magnesium sulfate and 
concentrated in vacuo. Purification by flash column chromatography (10% ethyl 
acetate/hexane) yielded 0.66 g of the title compound as a white crystalline solid (72%): 
1H NMR (CDCI3) 5 ; mass spectroscopy (electrospray) m/z = 444 (M+H). 

20 [952] Part D. Preparation of tert-butyl 4-[(4-octylpiperdin-l- 

yl)sulfonyl]tetrahydro-2H-pyran-4-carboxylate: 



A 150 mL hydrogenation flask was charged with 10% palladium on carbon (20 mg) and a 
solution of the product from Part C (0.35 g, 0.79 mmol) in methanol (5 mL). The flask 
25 was placed under an H 2 atmosphere and agitated at room temperature for 1.5 h. 





CH 3 O O O 
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Afterward, the mixture was filtered through celite and concentrated to produce 0.328 g of 
product as a white solid (93%): mass spectroscopy (electrospray) m/z = 446 (M+H). 

[953] Part E. A 2-dram vial was charged with the product of Part D (0.307 g, 
0.69 mmol) and a 1:1 mixture of trifluoroacetic acid and dichloromethane (1 mL). The 
5 mixture was stirred at room temperature for 5 hr and then concentrated in vacuo. The 
productwasprecipitatedbytheadditionofal:l mixture of diethyl ether/hexane. The 
resulting solid was collected by vacuum filtration. After further drying in vacuo, the yield 
of product was 0.232 g as a white solid (86%): mass spectroscopy (electrospray) m/z = 
390 (M+H). 

10 [9541 Part F. A 2-dram vial was charged with the product from Part E (0.232 g, 

0.60 mmol), a 0.5 M solution of hydroxybenotriazole in dimethylformamide (2.4 mL, 1 .2 
mmol), a 0.5 M solution of THP-ONH 2 (2.4 mL, 1.2 mmol), triemylamine (0.33 mL, 2.4 
mmol), and EDC (0.228 g, 1 .2 mmol). The resulting mixture was stirred at room 
temperature overnight, and then partitioned between water (25 mL) and ethyl acetate (25 

15 mL). The organic layer was washed with 5% aqueous HC1 (3X25 mL), washed with brine 
(1X100 mL), filtered through a celite column, and concentrated in vacuo. Purification by 
preparative reverse phase HPLC yielded 0.169 g of product as a white crystalline solid: 
mass spectroscopy (electrospray) m/z = 506 (M+H). 
[9551 PartG: Preparation of: 




20 

A 2-dram vial was charged with the product from Part F (0.169 g), methanol (1 mL), 
dioxane (1 mL), and 4 N HC1 in dioxane (0.1 mL). The resulting solution was stirred at 
room temperature for 30 min. Then the solvents were removed in vacuo. Treatment with 
HC1 in dioxone/methanol was repeated for 30 min. The solvents were then removed in 
25 vacuo, leaving 0.162 g of title compound as a white crystalline solid (67%-two steps): 
mass spectroscopy (electrospray) m/z = 444 (M+H), HRMS: calculated for C l9 H 37 N 2 0 5 S 
(M+H) 405.2418, observed 405.2398. 
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[956] Example 27. Preparation of : 
O 




[957] Part A. 2-Ammopyrazine (Aldrich, 20 g, 0.21 mol) was dissolved in 600 
mL of CH 2 C1 2 and then cooled to 0°C in an ice bath. To the resulting slurry was added N- 
5 Bromosuccinimide (Aldrich, 37.6 g, 0.2 1 Imol) portion-wise over approximately 1 0 min. 
The slurry was allowed to mix in the ice bath for 1 .5 hr. The slurry was then filtered 
through a bed of Celite® . The bed of Celtite® was washed with ~1 50 mL CH 2 G1 2 . The 
filtrate was then concentrated in vacuo to solids. The resulting solids were purified by 
chromatography (silica, ethyl acetate/hexanes), producing 19.4 g (53%) of product. ] H 
1 0 NMR confirmed the structure of the desired product. 

[958] Part B. Concentrated H 2 S0 4 (55mL) was cooled to approximately 0°C in a 
round-bottomed flask. NaN0 2 (8.23 g, 119.3 mmol) was added portion-wise to the flask 
over approximately 5 min. After the addition was complete, the solution was allowed to 
mix and warm to ambient temperature over 30 min. The solution was cooled again in an 
15 ice bath, and a separate solution of the product from Part A (18.33 g, 105.3 mmol) in 

concentrated H2SO4 (90 mL) was added dropwise while maintaining a temperature of less 
than 10°C. After addition was complete, the solution was mixed in the ice bath for 15 min 
and then warmed to 40°C for 15 min. The resulting mixture was allowed to cool to 
ambient temperature and then slowly poured into 500 g of ice. The resulting aqueous 
20 mixture was extracted with diethyl ether (3 x 500 mL). The organic extracts were dried 
over MgS0 4 , filtered, and concentrated in vacuo to solids. The solids were slurried in 
hexanes (lOOmL) at ambient temperature for approximately 1 hr, filtered, and desiccated 
to produce 9.55 g (51.8%) of solids. 

[959] PartC. 4.2 g (24 mmol) of the product from Part B was dissolved in 
25 pyridine (25 mL) and cooled to 0°C in an ice bath. Triflic anhydride (Aldrich, 8. 12 g, 28.8 
mmol) was added in several portions over approximately 5 min. The mixture was allowed 
to mix, stoppered with a syringe needle vent in an ice bath for approximately 30 min, and 
then stoppered overnight at ambient temperature. The reaction mixture with diethyl ether 

293 



BNSDOCID: <WO 03091 247A2_L> 



WO 03/091247 



PCTAJS03/13123 



(300 mL) and aqueous 1NHC1 (500mL). Separated layers and back-extracted the aqueous 
layer with diethyl ether (200 mL). The combined organic extracts were washed with 
saturated aqueous NaHC0 3 (2 x 100 mL ) and saturated aqueous NaCU (200 mL). The 
organic layers were dried over MgS0 4 , filtered, and concentrated in vacuo to an oil that 
5 was purified by chromatography (silica, ethyl acetate/hexanes) to produce 5.55 g (75%) of 
the desired product. ! H NMR confirmed the structure of the product. 

[9601 PartD. rert-butyl-^K^xo-l^piperidy^sulfonyl] te1xahydro-2H-pyran- 
4-carboxylate (Carbogen, 20 g, 57.6 mmol) was added to methanol (200 mL). The 
mixture was cooled to 0°C under N 2 in an ice bath. NaBIL, (Aldrich, 2.72 g, 72 mmol) 
10 was added in small portions to the above mixture over approximately 10 min. Once 
addition was complete, the mixture was allowed to stir in the ice bath for approximately 
10 min and then warmed to ambient temperature with mixing for approximately 1 .5 hr. 
The mixture was placed in an ice bath and approximately 10 mL of deionized water 
("dH 2 0") was added with mixing while under N 2 . The resulting mixture was further 
15 diluted with ethyl acetate (500 mL) and dH 2 0 (200 mL). The layers were separated, and 
the organic layer was washed with 0.5 N HC1 and saturated aqueous NaCl (200 mL each). 
The organic layer was dried over MgS0 4 and filtered The resulting filtrate was 
concentrated in vacuo to give 19 g (94%) of solids. >H NMR confirmed the structure of 

the solids as the desired product. 

20 196H Part E. Triphenylphosphine, polymer supported resin (Aldrich, 42.2 g, 3.0 

mmol/g, 126.5 mmol) was added to methylene chloride (600mL) and stirred for 
approximately 1 hr to let the resin swell. Added imidazole (Aldrich, 163.2 mmol, 11.1 1 g) 
to the above mixture and cooled in an ice bath to 0°C. Added iodine (Aldrich, 41 .42 g, 
163.2 mmol) to the reaction mixture and let mix approximately 10 minatO°C. To the 

25 resulting mixture was added the solids from Part D (19.0 g, 54.4 mmol) and it was 

allowed to stir and warm to ambient temperature over a weekend. The polymer supported 
resin was filtered from the reaction mixture and washed with methylene chloride (500 
mL). The filtrate was washed with saturated aqueous NaSO* 1/1 dH 2 0/saturated aqueous 
NaCl and saturated aqueous NaCl (400 mL each). The methylene chloride layer was dried 

30 OV erMgS04,filtered,andconcentratedtogivel8.6g(74.5%)ofproduct. 'HNMR 

confirmed the structure of the solids as the desired product. 
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[962] Part F. Zinc dust (Aldrich, 325 mesh, 263 mg, 4.05 mmol) was stirred and 
heated in tetrahydrofuran (5 mL) with 1,2-dibromoethane (Aldrich, 68 mg, 0.364 mmol) at 
65°C under N 2 for approximately 5 min. The mixture was cooled to ambient temperature. 
Chlorotrimethylsilane (Aldrich, 39 mg, 0.364 mmol) was then added. This mixture was 
5 allowed to stir under N 2 at ambient temperature for approximately 30 min. The iodide 
from Part E (1 .36 g, 3.0 mmol) was added, and the resulting mixture was stirred at 40°C 
under N 2 for approximately 3 hr. The product from Part C (0.7 g, 2.28 mmol), N,N- 
Dimethylacetamide (14 mL), and [1,1'- 

bis(diphenylphosphino)ferrocene]dichloropalladium(II) complex with dichloromethane 

10 (Aldrich, 93 mg, 0. 1 14 mmol) were added to the mixture. It was stirred overnight at 80°C 
under N 2 . The mixture was cooled to ambient temperature. Saturated aqueous NH4CI (1 0 
mL) was then added. The resulting mixture was diluted further with dH 2 0 (50 mL) and 
ethyl acetate (100 mL), and then filtered through a bed of Celite®. The layers were 
separated, and the aqueous layer was back-extracted with ethyl acetate (50mL). The 

15 combined organic layers were washed with 1/1 dH 2 0/saturated aqueous NaCl and 

saturated aqueous NaCl (50 mL each), dried over MgS0 4 , filtered, and concentrated in 
vacuo to produce an oil that was purified by chromatography (silica, ethyl 
acetate/hexanes) to produce 90 mg (7%) of product. 

[963] Part G. The product from Part F (1 80 mg, 0.322 mmol, 90 mg from Part 

20 F remainder from an additional lot), N,N-Dimethylformamide (10 mL), K 2 C0 3 (89 mg, 
0.64 mmol), 18-Crown-6 (Aldrich, catalytic amount), and 2,2,3,3,3-pentafluoropropan-l- 
ol (Aldrich, 58 mg, 0.38 mmol) were mixed in a stoppered flask at ambient temperature 
overnight. The resulting mixture was diluted with dH 2 0 (50 mL) and ethyl acetate (100 
mL). The layers were then separated, and the aqueous layer was back-extracted with ethyl 

25 acetate (50 mL). The combined organic layers were washed with 1/1 dH 2 0/saturated 

aqueous NaCl and saturated aqueous NaCl (50 mL each), dried over MgS0 4 , filtered, and 
concentrated in vacuo to produce 160 mg (89%) of dark oil. 

[964] Part H. The oil from Part G (1 60 mg, 0.286 mmol) was dissolved in 
methylene chloride (5 mL) and trifluoroacetic acid (5 mL) and then mixed in a stoppered 

30 flask with syringe needle vent overnight at ambient temperature. The resulting mixture 
was concentrated in vacuo to an oil 130 mg (90%). 
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[965] Part I: The oil from Part H (130 mg, 0.258 mmol), 1- 
hydroxybenzotriazole (Aldrich, 65 mg, 0.48 mmol), and l-[3^dimemylamino)propyl]-3- 
ethylcarbodiimide hydrochloride (Aldrich, 92 mg, 0.48 mmol) were dissolved in N,N- 
dimethyformamide (10 mL). The resulting mixture was stirred in a stoppered flask at 
5 ambient temperature for approximately 30 min. N-methylmorpholine (Aldrich, 130mg, 
1 .3 mmol) and 0-(tetrahydropyranyl) hydroxylamine (Carbogen, 56 mg, 0.48 mmol) were 
added to the above mixture, and it was allowed to mix stoppered at ambient temperature 
overnight. 1-Hydroxybenzotriazole (65 mg, 0.48 mmol), l-[3Kdimemylamino)propyl]-3- 
ethylcarbodiimide hydrochloride (92 mg, 0.48 mmol), N-methylmorpholine ( 130 mg, 1.3 
10 mmol), and 0-(tetrahydropyranyl) hydroxylamine (56 mg, 0.48 mmol) were again added 
to the mixture, and it was aUowed to mix at ambient temperature another night. The 
reaction mixture was diluted with dH 2 0 (50 mL) and ethyl acetate (100 mL). The layers 
were separated and the aqueous layer was back-extracted with ethyl acetate (50 mL). The 
combined organic layers were washed with 1/1 dH 2 0/saturated aqueous NaCl and 
15 saturated aqueous NaCl (50 mL each), dried over MgS0 4 , filtered, and concentrated in 
vacuo to give 130 mg (84%) of an oil. 

[9661 Part J. The oil from Part I was dissolved in 1 .25 N HC1 in methanol 
(Fluka, 10 mL) and was mixed covered for approximately 1.5 hr. The solution was 
concentrated in vacuo, re-dissolved, and concentrated in vacuo 2 additional times with 
20 1 .25 N HC1 in methanol (10 mL each time) to give an oil. The oil was purified by 

chromatography (reversed phase C-l 8 silica, Acetonitrile/dH 2 0 with 0.05% trifluoroacetic 
acid in each). Column fractions were concentrated in vacuo to an oil that was then co- 
evaporated with 1 .25 N HC1 in methanol 3 times (10 mL each time) to exchange salts, i.e., 
trifluoroacetate for HC1. The resulting residue after the third co-evaporation was dissolved 
25 in a minimum amount of acetonitrile, precipitated with dH 2 0, and filtered to produce 45 
mg (40%) of solids whose structure was confirmed by 'H NMR to be the desired product 

[967] Examples 28-54. In Vitro MMP Inhibition Analysis 
[9681 Several hydroxamic acids and salts thereof were analyzed in in vitro assays 
30 to determine their ability to inhibit the MMP cleavage of peptide substrates. Inhibition 

(KO and IC 50 constants were calculated from the assayed hydroxamic acid-MMP 

interactions. 
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[969] Human recombinant MMP-1, MMP-2, MMP-9, MMP-13, and MMP-14 
were used in this assay. All enzymes were prepared in Assignee's laboratories following 
usual laboratory procedures. Protocols for the preparation and use of these enzymes are 
available in the scientific literature. See, e.g., Enzyme Nomenclature (Academic Press, 

5 San Diego, CA, 1992) (and the citations therein). See also, Frije et aL, J Biol Chem., 
26(24), 16766-73 (1994). 

[970] The MMP-1 proenzyme was purified from the spent media of MMP-1 - 
transfected HT-1080 cells provided by Dr. Harold Welgus of Washington University (St. 
Louis, MO). The protein was purified on a zinc chelating column. 

1 0 [971] The MMP-2 proenzyme was purified by gelatin Sepharose chromatography 

from MMP-2- transfected p2AHT2 cells provided by Dr. Gregory Goldberg of 
Washington University (St. Louis, MO). 

} [972] The MMP-9 proenzyme was purified by gelatin Sepharose chromatography 
from spent media of MMP-9- transfected HT1080 cells provided by Dr. Howard Welgus 

15 of Washington University (St. Louis, MO). 

[973] The MMP-13 was obtained as a proenzyme from a full-length cDNA clone 
using baculovirus, as described by V.A. Luckow, 'Insect Cell Expression Technology," 
Protein Engineering: Principles and Practice, pp. 183-218 (edited by J.L. Cleland et aL, 
Wiley-Liss, Inc., 1996). The expressed proenzyme was first purified over a heparin 

20 agarose column, and then over a chelating zinc chloride column. The proenzyme was then 
activated by APMA for use in the assay. Further details on baculovirus expression 
systems may be found in, for example, Luckow et aL, J. Virol, 67, 4566-79 (1993). See 
also, O'Reilly et al, Baculovirus Expression Vectors: A Laboratory Manual (W.H. 
Freeman and Co., New York, NY, 1992). See also, King et al., Tlte Baculovirus 

25 Expression System: A Laboratory Guide (Chapman & Hall, London, England, 1992). 

[974] The MMP-14 full length cDNA was provided by Dr. Gregory Goldberg of 
Washington University (St. Louis, MO). The catalytic domain enzyme was expressed in 
E. coli inclusion bodies, solubilized in urea, purified on a preparative C-14 reverse phase 
HPLC column, and then refolded in the presence of zinc acetate and purified for use. 

30 1975] All MMPs were activated using 4-aminophenylmercuric acetate ("APMA", 

Sigma Chemical, St. Louis, MO) or trypsin. MMP-9 also was activated using human 
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recombinant MMP-3 (purified in Assignee's laboratory following standard cloning and 
purification techniques). 

[976] Two fluorogenic, methoxycoumarin-contairdng polypeptide substrates were 
used in the MMP inhibition assays: 
5 MCA-ProLeuGlyLeuDpaAlaArgNH 2 

CD 

MCA-ArgProI^uGlyLeuDpaAlaArgGluArgNH2 

(n) 

Here, "Dpa" is 3-(2,4-dinitrophenyl)-L-23-diaminopropionyl group, and "MCA" is 7- 

10 methoxycoumarin-4-yl acetyl. Substrate (I) was purchased from Baychem (Redwood 
City, CA), and substrate II was prepared Assignee's laboratory. Substrate I was used in 
the IC 5 o determination assays, while substrate II was used in the Kj determination assays. 
In the absence of MMP inhibitory activity, either substrate is cleaved at the Gly-Leu 
peptide bond. This cleavage separates the highly fluorogenic peptide from the 2,4- 

1 5 dinitrophenyl quencher, thus resulting in increase of fluorescent intensity. 

[977] The stock solutions of the assayed hydroxamic acids (or salts thereof) were 
prepared in 1% dimethyl sulfoxide (DMSO). These stock solutions were diluted in Buffer 
A (100 mM Tris-HCl, 100 mM NaCl, 10 mM CaCl 2 , 0.05% polyoxyethylene 23 lauryl 
ether, pH 7.5) to obtain solutions with different hydroxamic acid concentrations, i.e., assay 

20 solutions with different concentrations of the assayed MMP inhibitory compound. The 
experiment controls contained the same amount of Buffer A/DMSO as the assayed 
sample, but contained no hydroxamic acid (or salt thereof). 

[978] The assays from which the IC50 determinations were made were performed 
as follows. The MMPs were activated with either trypsin or APMA (4- 

25 aminophenylmercuric acetate, Sigma Chemical, St. Louis, MO). The assayed hydroxamic 
acid samples were incubated in Microfluor™ White Plates (Dynatech, Chantilly, VA) and 
analyzed on a Perkin Elmer L550 plate reader (Norwalk, CT). The excitation wavelength 
was 328 nm, and the emission wavelength - 415 nm. All samples (assayed hydroxamic 
acids and controls) were incubated in separate plates at room temperature in the presence 

30 of 4 /iM of MMP substrate (T). As stated in the previous paragraph, samples containing 
varying concentrations of the same assayed hydroxamic acid were prepared. Inhibition 

298 



BNSOOCID: <W O 03091 247A2_I_> 



WO 03/091247 



PCT/US03/13123 



was measured as a reduction in fluorescent intensity as a function of MMP inhibitor 
concentration. 

[979] The assays from which the K, determinations were made were performed as 
follows. The assayed hydroxamic acid samples were incubated in separate wells of 
5 untreated white polystyrene plates (Nunc Nalgene International, Rochester, NY), and 
analyzed on a Tecan SpectraFlour Plus plate reader. The excitation wavelength was 330 
nm, and the emission wavelength - 420 nm. All samples (assayed hydroxamic acids and 
controls) were incubated in separate plate wells at room temperature for 1 hr in the 
presence of 4 fiM of MMP substrate (II). In the absence of MMP inhibitory activity, 
10 substrate II was cleaved at the Gly-Leu bond resulting in an increase of relative 
fluorescence. Inhibition was observed as a reduced rate of this increase in relative 
fluorescence. The various hydroxamic acids were analyzed using a single low enzyme 
concentration with a single substrate concentration fixed at or below the K™. This 
protocol is a modification of method by Knight et aL, FEBSLett, 296(3), 263-266 (1992). 
15 Apparent inhibitory constants were determined by non-linear regression of reaction 

velocity as a function of inhibitor and enzyme concentration using Morrison's equation, as 
described by Kuzmic, Anal. Biochem. 286, 45-50 (2000). Modifications were made in the 
non-linear regression method to allow a common control reaction rate and effective 
enzyme concentration to be shared between all dose-response relationships on a given 
20 assay, plate. Since the substrate concentration was chosen to be at or below the K m , the 
apparent Kj's from this analysis were reported as Kj's without correction for the influence 
of substrate. 

[980] The above protocols were used to determine IC50 constants and K; values 
for the compounds in Examples 1-27 above. The results are shown in Table 2. All 
25 values in Table 2 are given in nM units. The IC50 measurements are in parenthesis. 

Table 2 



Ex.# 


Compound 


MMP-1 
Ki(IC 50 ) 


MMP-2 
Ki(IC 50 ) 


MMP-9 
KidCso) 


MMP-13 
Ki(IC 50 ) 


MMP-14 

Ki (IC 50 ) 


28 


Example 1 


>10000 


1.52 


0.696 


1.82 


4290 


29 


Example 2 


>10000 


0.74 


1.28 


0.77 


1945 


30 


Example 3 


7530 


0.59 


0.93 


1.46 


1260 


31 


Example 4 


1470 


0.104 


0.739 


0.216 


~~ 954 


32 


Example 5 


>10000 
(>10000) 


0.62 

(<o.i) 


0.108 
(«U) 


0.522 
(<0.1) 


1545.72 
(4546) 
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bXm ft 




MMP-1 
K (1C™} 


MMP-2 
KsaCso) 


MMP-9 ! 
Ki (IC50) 


MMP-13 
KittCso) 


MMP-14 
K (ICso) 


33 


Example 6 


>10000 
(>10000) 


0.501 
(02) 


0.287 
(0.2) 


0.27 
(0.1) 


2296 
(>10000) 


34 


Example 7 


>10000 1 


0.497 


7.35 


0.17 


4329.20 


35 


Example 8 


HA O 

745 




1 65 


0.11 


468 


36 


Example 9 


•^i aaaa 




2 76 


0.05 


5910.13 


37 


Example 10 


^1 AAAA 

>10UUU 
(>10000) 


(0.2) 


0 97 
(0.3) 


3.88 
(13) 


4336 
(5824.0) 


38 


Example 11 


>10000 
(>10000) 


0.71 
(0.2) 


2.67 
(2.3) 


0.67 
(0.8) 


3603 
(7122) 


yy 


Example 12 


>10000 


0.18 


1.0 


0.77 


1710 




Example 13 


>10000 


0.549 


0.712 


0.61 


3520 




Example 14 


>10000 


3.84 


20 


2.67 


9170 


AO 


Example 15 


>10000 
(>10000) 


0.89 
(0.1) 


0.13 
(0.3) 


0.23 
(0.1) 


2960 
(6169) 


43 


Example 16 


>10000 


1.24 


0.47 


0.34 




44 


Example 17 


>10000 


0.418 


1.01 


0.328 


Iv /U 


45 


Example 18 


7350 


0.565 


0.398 


0.444 


1 / /U 


46 


Example 19 


>10000 


2.06 


0.50 


5.47 


01 OA 


47 


Example 20 


>10000 


0.83 


3.86 


0.15 


T£*7A 

zo/u 


48 


Example 21 


>10000 


3.82 


8.18 


6.17 


oyio 


49 


Example 22 


>10000 


3.19 


3.2 


! 2.78 


AIOA 


50 


Example 23 


>10000 


8.25 


2.67 


4.17 


>10000 


51 


Example 24 


>10000 


0.91 


0.12 


0.54 


2900 


52 


Example 25 


>10000 


1.18 


06 


0.97 


5380 


53 


Example 26 


2970 


0.78 


0.33 


0.51 


657 


54 


Example 27 


4780 


0.59 0.54 


0.50 


6200 



[981] Examples 55-420. 

[982] Additional piperazinyl- and piperidinyl-sulfonylmethyl hydroxamic acid 
compounds (and salts thereof) can be prepared by one skilled in the art using methods 
5 similar to those described in Examples 1-27 alone or in combination with techniques well 
known in the art. Such compounds include, for example, the compounds summarized in 
the following Table 3. Table 3 also summarizes in vitro MMP inhibition results obtained 
by Applicants with the listed hydroxamic acids. As with Table 2, all in vitro Kj and ICso 
results in Table 3 are given in nM units. The Ki measurements are in parenthesis. 
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[983] Examples A1-A67 

[984] Examples Al thru A69 provide additional illustrations for preparing 
compounds of this invention. 

[985] Example Al. Preparation of 4-(4-benzyIoxymethyl-piperidine-l- 
su!fonyl)-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



|986] Part A. Preparation of 4-hydroxymethyl-piperidine-l-carboxylic acid 
tert-butyl ester: 



A 500 mL round-bottom flask was charged with 4-piperidinyl methanol (25.2 g, 0.22 mol) 
and tetrahydrofuran (125 mL). Triethylamine (33.6 mL, 0.24 mol) was added, and the 
flask was immersed into an ice bath. A solution of di-tert-butyl dicarbonate (50.2 g, 0.23 
mol) in tetrahydrofuran (50 mL) was then added dropwise, maintaining the temperature at 
less than -5°C. After complete addition, the ice bath was removed and the reaction 
mixture was stirred overnight (18 hr). The solvent was subsequently removed in vacuo, 
and the residue was partitioned between ethyl acetate (300 mL) and water (150 mL). The 
organic layer was separated, washed with 5% HC1 aqueous solution (150 mL), washed 
with water (150 mL), and washed with brine (150 mL). The organic layer was then dried 
oyer magnesium sulfate, filtered, and concentrated in vacuo. The crude product was 
triturated with hexane to form a white crystalline solid. The solid was collected by 
vacuum filtration, and further dried in vacuo to produce 42.7 g of a white crystalline solid 



product (91% yield). ! H NMR (CDCI3) 5 1.13 (m, 2H), 1.45 (s, 9H), 1.55-1.75 (m, 3H), 
2.70 (m, 2H), 3.49 (d, J = 6 Hz, 2H), 4.12 (br d, J = 13.5 Hz, 2H); electrospray mass 
spectrometry showed m/z = 116 (M-Boc+H). 





CH 3 O 
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[987] Part B. Preparation of 4-benzyloxymethyl-piperidiiie-l-carboxylic 
acid tert-butyl ester: 

CH 3 O 



A 500 mL round-bottom flask was charged with 60% NaH oil dispersion (7.82 g, 0.2 mol) 
5 anddimethytformamide(150mL). The flask was immersed into an ice water bath. To 
this suspension was added dropwise a solution of the product from Part A (35 g, 0.16 
mol) in dimethylformamide (100 mL), maintaining the temperature at less than 5°C. After 
complete addition, the mixture was warmed to room temperature and stirred for 45 min. 
The flask was again immersed into an ice water bath, and a solution of benzyl bromide 
10 (25.2 mL, 0.212 mol) in dimethylformamide (25 mL) was added dropwise into the 

reaction mixture. After complete addition, the flask was removed from the ice bath, and 
the reaction mixture was warmed to 60°C for 4 hr. The flask was then cooled to room 
temperature and stirred overnight. The reaction mixture was poured into 1.5 L ice water, 
and the aqueous layer was extracted twice with ethyl acetate (250 mL). The combined 
1 5 organic layers were washed with brine (400 mL), dried over magnesium sulfate, filtered, 
and concentrated in vacuo to afford 52.9 g of a yellow oil product. Electrospray mass 
spectrometry showed mJz = 206 (M-Boc+H). 

[988] Part C. Preparation of 4-benzyloxymethyl-piperidine: 

20 The product from Part B (52.9 g) was dissolved in 1,4-dioxane (100 mL) in a 500 mL 
round-bottom flask, and 4 N HC1 in 1,4-dioxane (120 mL, 0.48 mol) was added. The 
reaction mixture was stirred at room temperature for 1 hr. Volatiles were removed in 
vacuo, and the residue was triturated with hexane. A white solid formed, which was 
collected by vacuum filtration, further washed with hexane, and dried in vacuo. The solid 

25 was partitioned between ethyl acetate (400 mL) and 10% potassium carbonate/water (400 
mL). The organic layer was separated, dried over magnesium sulfate, filtered, and 
concentrated in vacuo to afford 18.4 g of a yellow oil product (55% yield over two 
reaction steps). ! H NMR (CDC1 3 ) 5 1.14 (m, 2H), 1.70-1.80 (m, 3H), 2.58 (m, 2H), 3.06 
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(br d, J = 12 Hz, 2H), 3.29 (d, J = 6 Hz), 4.48 (s, 2H), 7.25-7.35 (m, 5H); Electrospray 
mass spectrometry showed m/z = 206 (M+H). 

J989] PartD. Preparation of 4-benzyloxymethyl-l-methanesuIfonyI- 
piperidine: 



immersed into an ice water bath. A solution of methanesulfonyl chloride (7.2 mL, 93 
mmol) in dichloromethane (25 mL) was then added dropwise, causing the temperature to 

10 be maintained at from 5 to 10°C. After complete addition, the flask was slowly warmed to 
room temperature and stirred for 18 hr. The reaction mixture was then washed 
sequentially with water (250 mL), 5% HC1 (250 mL), and water (250 mL). The organic 
layer was dried over magnesium sulfate, filtered, and concentrated in vacuo to afford 23.7 
g of a tan solid product (94% yield). *H NMR (CDC1 3 ) 5135 (m, 2H), 1 .73 (m, 1H), 1 .86 

15 (br d, J - 12.8 Hz, 2H), 2.66 (m, 2H), 2.75 (s, 3H), 3.32 (d, J = 6.4 Hz, 2H), 3.79 (br d, J = 
11.6 Hz, 2H), 4.49 (s, 2H), 7.25-7.35 (m, 5H); Electrospray mass spectrometry showed 
m/z = 284(M+H). 

[990] PartE. Preparation of (4-benzyloxymethyl-piperidine-l-suIfonyl> 
acetic acid tert-butyl ester: 



A 1 liter round-bottom flask was charged with the product from Part D (23.4 g, 83 mmol) 
and tetrahydrofuran (100 mL). The flask was immersed into a dry ice/acetone bath. A 1 
M solution of lithium bis(trimethylsilyl)amide in tetrahydrofuran (0.25 L, 0.25 mol) was 
then added via an addition funnel at a rate which caused the temperature to be maintained 
25 at from -70 to -65°C. After complete addition, the reaction mixture was stirred for 10 min . 
with cooling. A solution of di-tert-butyl dicarbonate (18.9 g, 86.7 mmol) in 
tetrahydrofuran (25 mL) was then added dropwise, maintaining temperature at from -70 to 
-65°C. After complete addition, the reaction flask was immersed into an ice water bath 




<X,0 



A 250 mL round-bottom flask was charged with the product from Part C (18.3 g, 89 
mmol), dichloromethane (175 mL), and triethylamine (15 mL, 107 mmol). The flask was 
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and stirred for 30 min. The reaction was subsequently quenched by careful addition of 
saturated ammonium chloride (200 mL). Afterward, the organic layer was separated, and 
the aqueous layer was extracted twice with ethyl acetate (250 mL). The combined organic 
layers were washed with 5% HC1 (2x200 mL) and brine (200 mL). The organic layer was 

5 then dried over magnesium sulfate, filtered, and concentrated in vacuo to afford 29.4 g of 
a tan crystalline solid product (93% yield). *H NMR (CDC1 3 ) 8 1.32 (m, 2H), 1.48 (s, 9H), 
1 .64 (m, 1H), 1.82 (br d, J = 13.6 Hz, 2H), 2.85 (m, 2H), 3.32 (d, J = 6.8 Hz, 2H), 3.80 (s, 
2H), 3.82 (br d, J = 13 Hz, 2H), 4.48 (s, 2H), 7.25-7.35 (m, 5H); Electrospray mass 
spectrometry showed m/z = 384 (M+H). 

10 [991] PartF. Preparation of 4-(4-benzyloxymethyl-piperidine-l-sulfonyl)- 

tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 




A 500 mL round-bottom flask was charged with the product from Part E (29.1 g, 76 
mmol), dimethylformamide (125 mL), 18-crown-6 (6 g, 22.8 mmol), potassium carbonate 

15 (3 1 .5 g, 228 mmol), and 2-bromoethyl ether (1 1 .7 mL, 83.5 mmol). The resulting mixture 
was heated to 60°C with vigorous stirring for 44 hr. After cooling to room temperature, 
the reaction mixture was poured into 500 mL ice water. The mixture was then extracted 
with ethyl acetate (300 mL). Afterward, the organic layer was washed with brine (400 
ml). The organic layer was then dried over magnesium sulfate, filtered, and concentrated 

20 in vacuo to form 40 g of a dark yellow oil. Purification via flash column chromatography 
on silica gel (3X6 inch column) afforded 30.2 g of a yellow oil product (88% yield). *H 
NMR (CDCI3) 8 1.30 (m, 2H), 1.50 (s, 9H), 1.77 (m, 3H), 2.10 (dt, J = 4.6, 12.6 Hz, 2H), 
2.31 (d, J= 11.6 Hz, 2H), 2.94 (t, J = 12.4 Hz, 2H), 3.25-3.33 (m, 4H), 3.77-3.84 (m, 2H), 
3.95 (dd, J = 4.2, 11.1, 2H), 4.48 (s, 2H), 7.25-7.35 (m, 5H); Electrospray mass 

25 spectrometry showed m/z = 454 (M+H). 
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[992] Part G. Preparation of 4-(4-benzyIoxymethyl-piperidine-l-sulfonyI)- 
tetrahydro-pyran-4-carboxylic acid: 

O 

A 2-dram glass vial was charged with the product from Part F (302 mg, 0.67 mmol), 
5 dichloromethane (1 mL), and trifluoroacetic acid (1 mL). The vial was capped, and the 
mixture was stirred at room temperature for 2 hr. The solvent was then removed in vacuo, 
and the product was precipitated with diethyl ether/hexane (1:1). The white crystalline 
precipitate was collected by vacuum filtration and dried in vacuo. The yield after drying 
overnight was 210 mg (79% yield). Electrospray mass spectrometry showed m/z = 398 
10 (M+H). 

[993] Part EL Preparation of 4-(4-benzyloxymethyl-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yloxy>amide: 

o 

A 2-dram glass vial was charged with the product from Part G (210 mg, 0.53 mmol), a 
15 0.5 M solution of hydroxybenzotriazole in dimethylformamide (2. 1 mL, 1 .05 mmol), a 0.5 
M solution of tetrahydropyanyl hydroxylamine in dimethylformamide (2.1 mL, 1.05 
mmol), ethyl 3-(dimemylamino)propyl carbodiimide hydrochloride (182 mg, 1.05 mmol), 
and triethylamine (294 uL, 2. 1 mmol). The resulting mixture was stirred at room 
temperature for 18 hr, and then partitioned between ethyl acetate (5 mL) and water (5 mL). 
20 The organic layer was washed with 5% HC1 (5 mL) and filtered through a pad of celite. 
The filtrate was concentrated in vacuo and purified by preparative reversed-phase high- 
pressure liquid chromatography using a gradient of 10-90% acetonitrile/water with 0.05% 
trifluoroacetic acid. This afforded 133 mgofa white solid product. Electrospray mass 
spectrometry showed m/z = 497 (M+H). 
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[994] Parti. Preparation of 4-(4-benzyloxymethyl-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxyIic acid hydroxyamide: 



A 2-dram glass vial was charged with the product from Part H (133 mg, 0.27 mmol), 1,4- 
5 dioxane (1 mL), and methanol (1 mL). A 4 N solution of HC1 in dioxane (0.1 mL, 0.4 
mmol) was added, and the mixture was stirred at room temperature for 10 min. Volatiles 
were removed in vacuo, leaving 1 16 mg of a white crystalline solid product (61% yield 
over two reaction steps). l H NMR (DMSO-d6) 8 1.12 (m, 2H), 1.64 (d, J = 12 Hz, 2H), 
1.69 (m, 1H), 1.83 (td, J = 4.4, 12.8 Hz, 2H), 2.30 (d, J = 13.2 Hz, 2H), 2.88 (t, J = 11.6 
10 Hz, 2H), 3.15 (t, J = 11.4 Hz, 2H), 3.25 (d, J » 6 Hz, 2H), 3.29 (s, 2H), 3.57 (d, J = 12.4 
Hz, 2H), 3.81 (dd, J = 3.6, 11.6 Hz, 2H), 9.12 (s, 1H), 10.93 (s, 1H); Electrospray mass 
spectrometry showed m/z = 413 (M+H). High-resolution mass spectroscopy: calculated 
forCifeNaOeS: 413.1741; observed: 413.1745. 

15 [995] Example A2. Preparation of 4-(4-hydroxymethyl-piperidine-l- 

sulfonyl)-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



A thick-walled glass pressure vessel containing 10% palladium on carbon (1 g, 0.94 
mmol) was charged with a solution of the ester from Example Al, Part F (5 g, 1 1 mmol) 
20 in ethyl acetate (100 mL). The flask was placed on a Parr shaker under 40 PSI hydrogen 
and agitated for 15 hr at room temperature. The resulting mixture was then filtered 
through a pad of celite. Afterward, the filtrate was concentrated in vacuo. Purification by 
flash column chromatography (40-75% ethyl acetate/hexane) afforded 3.21 g of a 
colorless crystalline solid product (80% yield). Electrospray mass spectrometry showed 



25 m/z = 364 (M+H). l H NMR (CDC1 3 ) 5 1.28 (m, 2H), 1 .5 1 (s, 9H), 1 .63 (m, 1H), 1 .73 (br 
d, J = 12.8 Hz, 2H), 2.10 (td, J = 4.6, 12.6 Hz, 2H), 2.31 (d, J = 11.2 Hz, 2H), 2.94 (td, J = 
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2.4, 12.6 Hz, 2H), 3.29 (td, J = 1.8, 12.2 Hz, 2H), 3.48 (t, J = 5.6 Hz, 2H), 3.81 (m, 2H), 
3.82 (dd, J = 4.2, 11.4 Hz, 2H). 

[996] Example A3. Preparation of 4-(4-methanesulfonyIoxymethyI- 
5 piperidine-l-sulfonyl>tetrahydro-pyran-4-carboxyIic acid tert-butyl ester: 



A 100 mL round-bottom flask was charged with the alcohol from Example A2 (1.18 g, 
3.25 mmol) and dichloromethane (8 mL). Diisopropylethylamine (0.85 mL, 4.9 mmol) 
was then added dropwise. The flask was immersed into an ice water bath, and 

10 methanesulfonyl chloride (0.3 mL, 3.9 mmol) was added dropwise while maintaining 
temperature of the mixture at less than 5°C. The reaction mixture was then stirred with 
cooling for 2 hr. Afterward, the flask was removed from the cooling bath. Upon warming 
to room temperature, the reaction mixture was partitioned between 50 mL 
dichloromethane and 50 mL water. The organic layer was separated, washed with 5% 

15 HC1 aqueous solution, dried over magnesium sulfate, filtered, and concentrated in vacuo. 
This afforded 1 .38 g of a yellow solid product (96% yield). *H NMR (CDC1 3 ) 5 1 .37 (m, 
2H), 1.52 (s, 9H), 1.78 (d, J = 12.8 Hz, 2H), 1.92 (m, 1H), 2.1 1 (td, J - 4.5, 12.6 Hz, 2H), 
2.31 (d, J = 12.8 Hz, 2H), 2.96 (t, J = 12 Hz, 2H), 3.00 (s, 3 H), 3.30 (t, J = 11 Hz, 2H), 
3.85 (m, 2H), 3.96 (dd, J = 4, 11.6 Hz, 2H), 4.06 (d, J = 6.4 Hz, 2H); Electrospray mass 

20 spectrometry showed m/z = 459 (M+H). 

19971 Example A4. Preparation of 4-(4-formyI-piperidine-l-sulfonyI)- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 
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[998] Part A. Preparation of 4-(4-methoxymethylene-piperidine-l-suIfonyl)- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



A 100 mL round-bottom flask was charged with (methox>methyl)triphenylphosphonium 

5 chloride (4.1 1 g, 12 mmol) and tetrahydrofuran (50 mL). This resulted in a white slurry. 
The flask was then immersed into an ice bath, and a 1 M solution of lithium 
bis(trimethylsilyl)amide in tetrahydrofuran (13 mL, 13 mmol) was added dropwise while 
maintaining the temperature at less than 5°C. After complete addition, the reaction 
mixture was stirred with cooling for 15 min. A solution of 4-(4-oxo-piperidine-l- 

10 sulfonyl)-tetrahydro-pyran-4-carboxylic acid tert-butyl ester (3.47 g, 10 mmol) in 

tetrahydrofuran (20 mL) was then added dropwise, maintaining the temperature at less 
than 5°C. After complete addition, the flask was slowly warmed to room temperature and 
stirred for 72 hr. Diethyl ether was then added to the reaction mixture (200 mL), resulting 
in precipitation of a brown solid. The solid was filtered, and the filtrate was washed with 

15 5% HC1 solution (3X100 mL), saturated aqueous sodium bicarbonate (3X100 mL), and 
brine (100 mL). The organic layer was dried over magnesium sulfate, filtered, and 
concentrated in vacuo. Purification by flash column chromatography (20-40% ethyl 
acetate/hexane) afforded 2.82 g of a colorless crystalline solid product (75% yield). ] H 
NMR (CDC1 3 ) 5 1.51 (s, 9H), 2.05-2.15 (m, 4H), 2.31 (m, 4H), 3.29 (m, 6H), 3.54 (s, 3H), 

20 3.95 (dd, J = 4.2, 1 1.4 Hz, 2H), 5.84 (s, 1H); Electrospray mass spectrometry showed m/z 
= 376(M+H). 

[999] PartB. Preparation of 4-(4-formyl-piperidine-l-sulfonyl>tetrahydro- 
pyran-4-carboxylic acid tert-butyl ester: 



25 A 100 mL round-bottom flask was charged with the product from Part A (1.64 g, 4.37 
mmol), tetrahydrofuran (16 mL), and a 5% solution of HC1 in water (2 mL). The resulting 
mixture was heated to 50°C for 2 hr, cooled to room temperature, and partitioned between 
ethyl acetate (100 mL) and saturated aqueous sodium bicarbonate. The organic layer was 





424 



BNSDOCID: < WO 0309 1 247A2J_> 



WO 03/091247 



PCT/US03/13123 



washed with brine (100 mL), filtered, and concentrated in vacuo to afford 1.64 g of a 
white crystalline solid product (100% yield). *H NMR (CDC1 3 ) 5 1.51 (s, 9H), 1.72 (m, 
2H), 1.95 (m, 2H), 2.10 (td, J = 4.8, 12.6 Hz, 2H), 2.30 (d, J = 12.4 Hz, 2H), 2.41 (m, 1H), 
3.1 1 (m, 2H), 3.29 (td, J = 1.8, 12.2 Hz, 2H), 3.70 (m, 2H), 3.96 (dd, J = 4.4, 11.6 Hz, 2H), 
5 9.65 (s, 1H); Electrospray mass spectrometry showed m/z = 394 (M+Na). 

[1000] Example AS.Preparation of 4-(4-hydroxy-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



1 0 A 250 mL round-bottom flask was charged with 4-(4-oxo-piperidine-l-sulfonyl)- 

tetrahydro-pyran-4-carboxylic acid tert-butyl ester (10 g, 29 mniol) and methanol (100 
mL). The resulting slurry was rapidly stirred with an overhead-stirring paddle, and the 
flask was immersed into an ice bath. Sodium borohydride (1.09 g, 29 mmol) was added in 
three portions over 15 min. After complete addition, the homogeneous mixture was 

1 5 warmed to room temperature and stirred for 30 min. The flask was again immersed into 
an ice water bath, and the reaction was quenched by careful addition of a saturated 
ammonium chloride solution (25 mL). The mixture was then warmed to room 
temperature, diluted with water (100 mL), and extracted with methylene chloride (3X100 
mL). The combined organic layers were dried over magnesium sulfate, filtered, and 



20 concentrated in vacuo. This afforded 10 g of an off-white, crystalline solid (99% yield). 
*H NMR (CDCI3) 5 1.50 (s, 9H), 1.53-1.62 (m, 2H), 1.68 (br s, 1H), 1.86-1.92 (m, 2H), 
2.11 (td, J - 4.7, 12.8 Hz, 2H), 2.30 (d, J = 11.2 Hz, 2H), 3.17 (m, 2H), 3.29 (t, J = 12.2 
Hz, 2H), 3.63 (m, 2H), 385 (m, 1H), 3.94 (dd, J = 4, 1 1.2 Hz, 2H); Electrospray mass 
spectrometry showed m/z = 350 (M+H) + . 




25 
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[1001] Example A6.PreparatioD of 4-[4-(2-oxo-ethyl)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxyIic acid tert-butyl ester: 



H 3 C-f Q 





O 

[1002] Part A. Preparation of 4-[4-(2-methoxy-vinyl)-piperidine-l-sulfonyl]- 
5 tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 

CH 3 O O O 

H3C 

A 100 mL round-bottom flask was charged with (methoxymethyl)triphenylphosphonium 
chloride (3.41 g, 10 mmol) and tetrahydrofuran (15 mL). This resulted in a white slurry. 
The flask was then immersed into an ice bath, and a 1 M solution of hthium 

10 bis(trimethylsilyl)amide in tetrahydrofuran (10.8 mL, 10.8 mmol) was added dropwise at a 
rate that caused the temperature to be maintained at less than 5°C. After complete 
addition, the reaction mixture was stirred with cooling for 15 min. A solution of the 
aldehyde from Example A4 (3.0 g, 8.3 mmol) in tetrahydrofuran (5 mL) was then added 
dropwise, mamtaining the temperature at less than 5°C. After complete addition, the flask 

1 5 was slowly warmed to room temperature. The mixture was then stirred for 16 nr. 

Subsequently, the reaction was quenched by the addition of saturated aqueous ammonium 
chloride (10 ml), and the mixture was partitioned between ethyl acetate (25 mL) and water 
(25 mL). The organic layer was washed with 5% HC1 solution (2X50 mL), water (1X50 
mL), and brine (1x50 mL). The organic layer was dried over magnesium sulfate, filtered, 

20 and concentrated in vacuo. Purification by flash column chromatography (20-60% ethyl 
acetate/hexane) afforded 2.08 g of a colorless oil product (63% yield). ! H NMR (CDCI3) 
mixture of geometric isomers in ratio of 1 : 1 .4: 5 1 .30-1 .50 (m, 2H), 1 .5 1 (s, 9H), 1 .62- 
1.68 (m, 2H), 1.95-2.05 (m, 1H— major isomer), 2.10 (td, J = 4.7, 12.8 Hz, 2H), 2.31 (d, J 
= 1 1 .2 Hz, 2H), 2.50-2.60 (m, lH-minor isomer), 2.96 (t, J = 12.4 Hz, 2H— major isomer), 

25 2.99 (t, J = 13.6 Hz, 2H— minor isomer), 3.30 (t, J = 1 1.4 Hz, 2H), 3.48 (s, 3H— major 
isomer), 3.56 (s, 3H-minor isomer), 3.68-3.80 (m, 2H), 3.95 (dd, J = 4.4, 12 Hz, 2H), 4.19 
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(dd, J = 6.4, 8.4 Hz, lH-minor isomer), 4.63 (dd, J = 8, 12.8 Hz, IH-major isomer), 5.82 
(d, J = 6.4 Hz, lH-minor isomer), 631 (d, J = 12.8 Hz, IH-major isomer). 

[10031 PartB. Preparation of 4-[4-(2-oxo-ethyl)-piperidine-l-suIfonyl]- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



A 100 mL round-bottom flask was charged with the product from Part A (2.08 g, 534 
mmol), tetrahydrofuran (40 mL), and a 5% solution of HC1 in water (4 mL). The resulting 
mixture was heated to 50°C for 0.5 hr, cooled to room temperature, and partitioned 
between ethyl acetate (50 mL) and saturated aqueous sodium bicarbonate (50 mL). The 
organic layer was washed with brine (50 mL), dried over magnesium sulfate, filtered, and 
concentrated in vacuo to afford 2.02 g of a white crystalline solid (100% yield). *H NMR 
(CDC1 3 ) 5 1.20-1.40 (m, 2H), 1.50 (s, 9H), 1.70 (d, J = 12.9 Hz, 2H), 2.20-2.16 (m, 3H), 
2.28 (d, J = 12.9 Hz, 2H), 239 (d, J = 6.6 Hz, 2H), 2.96 (t, J = 12.7 Hz, 2H), 3.28 (t, J = 
12.2 Hz, 2H), 3.75 (d, J = 12.6 Hz, 2H), 3.94 (dd, J = 3.9, 1 1.7 Hz, 2H), 9.74 (s, 1H); 
Electrospray mass spectrometry showed m/z = 394 (M+Na). 

[1004] Example A7. Preparation of 4-[4-(3-hydroxy-propyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



[1005] Part A. Preparation of 4-[4-(2-methoxycarbonyl-vinyl)-piperidine-l 
sulfonyl]-tetrafaydro-pyran-4-carboxylic acid tert-butyl ester: 



A 100 mL round-bottom flask was charged with 

(carbomethoxymethyl)triphenylphosphonium bromide (5.99 g, 14.4 mmol) and 
tetrahydrofuran (30 mL). This resulted in a white slurry. The flask was then immersed 
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into an ice bath, and a 1 M solution of lithium bis(trimethylsilyl)amide in tetrahydrofuran 
(15 mL, 15 mmol) was added dropwise while maintaining the temperature at less than 
5°C. After complete addition, the reaction mixture was stirred wimcoolmgfor 15rnin. A 
solution of the aldehyde from Example A4 (4.0 g, 1 1.1 mmol) in tetrahydrofuran (10 mL) 

5 was then added dropwise, maintaining the temperature at less than 5°C. After complete 
addition, the flask was slowly warmed to room temperature and then stirred for 1 nr. The 
resulting mixture was diluted with diethyl ether (150 mL), resulting in a white precipitate. 
The solid was filtered, and the filtrate was washed with water (1x100 mL), 5% HC1 
solution (2x100 mL), and brine (1x100 mL). The organic layer was dried over magnesium 

1 0 sulfate, filtered, and concentrated in vacuo. Purification by flash column chromatography 
(25-40% ethyl acetate/hexane) afforded 2.09 g of a colorless crystalline solid product 
(45% yield). *H NMR (CDCh) predominantly one geometric isomer (>95%): 5 1.53 (s, 
9H), 1.76 (d, J - 13.5 Hz, 2H), 2.10 (td, J = 4.7, 12.6 Hz, 2H), 2.32 (d, J = 12.6 Hz, 2H), 
3.00 (t, J = 12.4 Hz, 2H), 3.31 (t, J = 12 Hz, 2H), 3.79 (s, 3H), 3.81 (d, J = 12.3 Hz, 2H), 

15 3.97 (dd, J = 4.1, 11.9 Hz, 2H), 5.81 (d, J = 15.9 Hz, 1H), 6.89 (dd, J = 6.6, 15.9 Hz, 1H); 
Electrospray mass spectrometry showed m/z = 418 (M+H). 

[1006] PartB. Preparation of 4-[4-(2-methoxycarbonyl-ethyl)-piperidine-l- 
sulfonyI]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



20 A thick-walled glass pressure vessel containing 10% palladium on carbon (0.25 g, 0.23 
mmol) was charged with a solution of the ester from Part A (2.04 g, 4.9 mmol) in ethyl 
acetate (25 mL). The flask was placed onto a Parr shaker under 40 PSI hydrogen, and 
agitated for 2 hr at room temperature. The reaction mixture was then filtered through a 
pad of celite. Afterward, the filtrate was concentrated in vacuo to afford 2.08 g of a 

25 colorless crystalline solid product (1 00% yield). Electrospray mass spectrometry showed 
m/z = 420 (M+H). ! H NMR (CDC1 3 ) 8 1.20-1.30 (m, 2H), 1.37-1.43 (m, 1H), 1.51 (s, 
9H), 1.55-1.62 (m, 2H), 1.67 (br d, J = 1 1.6 Hz, 2H), 2.10 (td, J = 4.8, 12.8 Hz, 2H), 2.27- 
2.34 (m, 4H), 2.91 (t, J = 12.2 Hz, 2H), 3.29 (t, J = 12 Hz, 2H), 3.65 (s, 3H), 3.77 (d, J = 
12 Hz, 2H), 3.95 (dd, J = 4.4, 12 Hz, 2H). 
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[1007] Part C. Preparation of 4-[4-(2-carboxy-ethyI)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



A 100 mL round-bottom flask was charged with the product from Part B (1.9 g, 4.53 
5 mmol), ethanol (10 mL), tetrahydrofuran (10 mL), and a 1.0 M solution of aqueous 

lithium hydroxide (9 mL, 9 mmol). The resulting mixture was stirred at room temperature 
for 1 5 min, and then concentrated in vacuo to approximately half the original volume. The 
residue was dissolved in water (50 mL), and the pH was adjusted to approximately 2 using 
5% aqueous HC1. The aqueous mixture was then extracted with ethyl acetate (50 mL). 

1 0 The organic layer was washed with water (50 mL) and brine (50 mL), dried over 
magnesium sulfate, filtered, and concentrated in vacuo to afford 1.82 g of a white 
crystalline solid product (99% yield). *H NMR (CDC1 3 ) 5 1.20-1.32 (m, 2H), 1.38-1.46 
(m, 1H), 1.51 (s, 9H), 1.57-1.64 (m, 2H), 1.68 (d, J = 12.8 Hz, 2H), 2.10 (td, J = 4.7, 12.8 
Hz, 2H), 2.3 1 (d, J> 12 Hz, 2H), 2.37 (t, J = 7.6 Hz, 2H), 2.92 (t, J = 12.6 Hz, 2H), 3.30 (t, 

15 J = 12.2 Hz, 2H), 3.77 (d, J = 1 1.6 Hz, 2H), 3.96 (dd, J = 4, 11.6 Hz, 2H); Electrospray 
mass spectrometry showed m/z = 406 (M+H). 

[1008] PartD. Preparation of 4-[4-(3-hydroxy-propyl)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



20 A 100 mL round-bottom flask was charged with the product from Part C (1 .60 g, 3.93 
mmol) and tetrahydrofuran (16 mL). AIM solution of borane-tetrahydrofuran complex 
in tetrahydrofuran (7.9 mL, 7.9 mmol) was then added dropwise over 20 min. The 
resulting mixture was heated to 60°C for 1 hr, and then cooled to room temperature. The 
flask was immersed into an ice bath, and water (5 mL) was added carefully to quench the 

25 reaction. A 5% aqueous HC1 solution was added. The mixture was then partitioned 
between ethyl acetate (50 mL) and saturated aqueous sodium bicarbonate (50 mL). The 
organic layer was washed with water (50 mL) and brine (50 mL), dried over magnesium 
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sulfate, filtered, and concentrated in vacuo to afford 1.55 g of an off-white crystalline solid 
(100% yield). ] H NMR (CDC1 3 ) 5 1.20-1.42 (m, 5H), L51 (s, 9H), 1.53-1.59 (m, 2H), 
1.68 (d, J = 1 1.2 Hz, 2H), 2.10 (td, J = 4.5, 12.8 Hz, 2H), 2.31 (d, J = 1 1.2 Hz, 2H), 2.92 (t, 
J - 12.6 Hz, 2H), 3.30 (t, J = 12.4 Hz, 2H), 3.62 (t, J = 6.6 Hz, 2H), 3.76 (d, J = 12 Hz, 
2H), 3.95 (dd, J = 4, 1 1.6 Hz, 2H); Electrospray mass spectrometry showed m/z = 392 
(M+H). 

[1009J Example A8. Preparation of 4-[4-(3-oxo-propyl)-piperidine-l- 
sulfonyl]-tetrataydro-pyran-4-carboxylic acid tert-butyl ester: 



A 50 mL round-bottom flask was charged with oxalyl chloride (0.4 mL, 3.82 mmol) and 
methylene chloride (9 mL). The flask was then immersed into a dry ice/acetone bath. 
Afterward, dimethylsulfoxide (0.54 mL, 7.7 mmol) was added dropwise, maintaining the 
temperature at less than -65°C. After complete addition, the mixture was stirred for 15 
min. A solution of the alcohol from Example A7 (1.50 g, 3.82 mmol) in methylene 
chloride (9 mL) was then added dropwise while maintaining the temperature at less than - 
65°C. The resulting mixture was stirred for 45 min after complete addition. 
Diisopropylethylamine (3.3 mL, 19 mmol) was then added dropwise. Subsequently, the 
mixture was stirred for 30 min with cooling. The dry ice/acetone bath was then removed. 
After 1 hr, the reaction mixture was diluted with methylene chloride (50 mL) and 
extracted with water (50 mL). The aqueous layer was re-extracted with methylene 
chloride (25 mL). The combined organic layers were then dried over magnesium sulfate, 
filtered, and concentrated in vacuo. Purification by flash column chromatography using a 
gradient of 10-30% ethyl acetate/hexane afforded a white crystalline solid (1.24 g, 83% 



yield). ! HNMR (CDC1 3 ) 5 1.20-1.42 (m, 5H), 1.51 (s, 9H), 1.53-1.59 (m, 2H), 1.68 (d, J 
= 1 1.2 Hz, 2H), 2.10 (td, J = 4.5, 12.8 Hz, 2H), 2.31 (d, J = 11.2 Hz, 2H), 2.92 (t, J = 12.6 
Hz, 2H), 3.30 (t, J = 12.4 Hz, 2H), 3.62 (t, J = 6.6 Hz, 2H), 3.76 (d, J = 12 Hz, 2H), 3.95 
(dd, J = 4, 11.6 Hz, 2H); Electrospray mass spectrometry showed m/z = 390 (M+H). 
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[1010] Example A9. Preparation of 4-[4-(5-hydroxy-pentyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



To a solution of 90% benzyloxybutyl bromide (10.01 g, 37 mmol) in methylene chloride 
(100 mL) was added polystyrene-bound trisamine (loading = 3.42 mmol/g, 3.11 g, 10.6 

10 mmol) to remove benzyl bromide contaminant. The resulting slurry was stirred for 16 hr 
at room temperature. Solids were then removed by vacuum filtration. The filtrate was 
concentrated in vacuo , and then re-dissolved in toluene (100 mL). Afterward, 
triphenylphosphine (9.77 g, 37 mmol) was added to the bromide. The resulting mixture 
was stirred at 80°C for 48 hr, and then at reflux for an additional 24 hr. The mixture was 

15 then cooled to room temperature and diluted with diethyl ether (300 mL). An off-white 
precipitate formed, which was collected by vacuum filtration. Further drying of the solid 
in vacuo afforded pure phosphonium bromide in the form of a tan solid (8.92 g, 47% 
yield). *H NMR (CDC1 3 ) 5 1.80 (m, 2H), 2.01 (p, J = 6.2 Hz, 2H), 3.61 (t, J = 5.6 Hz, 
2H), 3.80-3.90 (m, 2H), 4.45 (s, 2H), 7.20-7.29 (m, 5H), 7.60-7.66 (m, 6H), 7.72-7.83 (m, 

20 9H); Electrospray mass spectrometry showed m/z ~ 425 (M for PR*" 1 ). 

[10121 PartB. Preparation of 4-[4-(5-benzyloxy-pent-l-enyI)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 




5 



110111 Part A. Preparation of (4-benzyIoxy-butyl)-triphenyl-phosphonium; 



bromide: 
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A 100 mL round-bottom flask was charged with the phosphonium bromide from Part A 
(7.29 g, 14.4 mmol) and tetrahydrofuran (30 mL). The flask was then immersed into an 
ice bath, and a 1 M solution of lithium bis(trimethylsilyl)amide in tetrahydrofuran (15.5 
mL, 15.5 mmol) was added dropwise while maintaining the temperature at less than 5°C. 

5 After complete addition, the reaction mixture was stirred with cooling for 1 0 min. A 

solution of the aldehyde from Example A4 (4.0 g, 11.1 mmol) in tetrahydrofuran (10 mL) 
was then added dropwise, maintaining the temperature at less than 5°C. After complete 
addition, the flask was slowly warmed to room temperature and then stirred for 30 min. 
The resulting mixture was diluted with diethyl ether (50 mL), forming in a white 

1 0 precipitate. The solid was filtered, and the filtrate was washed with water (1x50 mL), 5% 
HC1 solution (2x50 mL), and brine (1x50 mL). The organic layer was dried over 
magnesium sulfate, filtered, and concentrated in vacuo. Purification by flash column 
chromatography (10-25% ethyl acetate/hexane) afforded 4.15 g of desired olefin in the 
form of a colorless crystalline solid (73% yield). l H NMR (CDC1 3 ) one major geometric 

15 isomer with several side products: 8 1.28-1.42 (m, 2H), 1.52 (s, 9H), 1.56-1.69 (m, 2H), 
2.06-2.16 (m, 2H), 2.31 (d, J - 12.4 Hz, 2H), 2.39-2.43 (m, 1H), 2.94 (t, J - 1 1.6 Hz, 2H), 
3.30 (t, J = 1 1 .2 Hz, 2H), 3.46 (t, J = 6.4 Hz, 2H), 3.73 (d, J = 12 Hz, 2H), 3.96 (dd, J = 
4.4, 11.6 Hz, 2H), 4.48 (s, 2H), 5.20 (t, J = 10 Hz, 1H), 5.28-5.45 (m, 1H), 7.25-7.37 (m, 
5H); Electrospray mass spectrometry showed m/z = 508 (M+H). 

20 [1013] PartC. Preparation of 4-[4-(5-hydroxy-pentyI)-piperidine-l-sulfonyl]- 

tetrahydro-pyran-4-carboxyIic acid tert-butyl ester: 



A thick-walled glass pressure vessel containing 10% palladium on carbon (1 g, 0.94 
mmol) was charged with a solution of the olefin from Part B (4.15 g, 8.17 mmol) in 
25 tetrahydrofuran (25 mL). The flask was then placed onto a Parr shaker under an 

atmosphere of 40 PSI hydrogen and agitated for 2 hr at room temperature. The reaction 
mixture was then filtered through a pad of celite, and the filtrate was concentrated in 
vacuo. Flash column chromatography afforded the desired alcohol and two pure side 
products. The desired alcohol was in the form of 2.65 g of a colorless crystalline solid 
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(77% yield). 'H NMR (CDC1 3 ) 5 1.16-1.38 (m, 9H), 1.51 (s, 9H), 1.53-1.59 (m, 2H), 1.65 
(br d, J = 12.8 Hz, 2H), 2.10 (td, J = 4.7, 12.6 Hz, 2H), 2.31 (d, J = 11.6 Hz, 2H), 2.90 (t, J 
= 12.4 Hz, 2H), 3.29 (t, J = 12.4 Hz, 2H), 3.62 (t, J = 6.6 Hz, 2H), 3.75 (d, J = 1 1.6 Hz, 
2H), 3.95 (dd, J = 4, 1 1 .6 Hz, 2H); Electrospray mass spectrometry showed m/z = 420 
5 (M+H). The first side product was determined to be 4-(4-pentyl-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



That side product was a white solid (134 mg, 4% yield) and was characterized as follows: 



10 10.8 Hz, 2H), 2.1 1 (td, J = 4.6, 12.6 Hz, 2H), 2.31 (d, J = 1 1.6 Hz, 2H), 2.91 (t, J = 12.6 
Hz, 2H), 3.30 (t, J = 12 Hz, 2H), 3.75 (d, J = 12.4 Hz, 2H), 3.95 (dd, J = 4, 11.6 Hz, 2H); 
Electrospray mass spectrometry showed m/z = 404 (M+H). The second side product was 
determined to be 4-(4-phenethyl-piperidine-l-sulfonyl)-tetrahydro-pyran-4-carboxyhc 
acid tert-butyl ester: 



This side product also was a white solid (135 mg, 4% yield), and was characterized as 
follows: 'HNMR (CDCI3) 5 1.20-1.45 (m, 3H), 1.52 (s, 9H), 1.54-1.60 (m, 2H), 1.73 (br 
d, J = 10.4 Hz, 2H), 2.1 1 (td, J = 4.7, 12.6 Hz, 2H), 2.32 (d, J = 12.8 Hz, 2H), 2.61 (t, J = 
7.8 Hz, 2H), 2.91 (t, J = 12.6 Hz, 2H), 3.30 (t, J = 12 Hz, 2H), 3.77 (d, J = 10.4 Hz, 2H), 
20 3.96 (dd, J = 4.2, 1 1.6 Hz, 2H), 7.10-7.30 (m, 5H); Electrospray mass spectrometry 
showed m/z = 438 (M+H). 




CH3 O o O 



H NMR (CDC1 3 ) 8 0.86 (t, J = 7 Hz, 3H), 1.16-1.36 (m, 11H), 1.51 (s, 9H), 1.66 (br d, J = 
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(1014] Example A10. Preparation of triphenyI-(4 5 4,4-trifluoro-butyl>- 
phosphomum; iodide: 




A 20 mL glass vial was charged with triphenylphosphine (3.93 g, 15 mmol), trifluorobutyl 
5 iodide (3.57 g, 1 5 mmol), and toluene (10 mL). The vial was capped, heated to 85 °C 
overnight (16 hr), and cooled to room temperature. This resulted in the formation of a 
white crystalline solid. This solid was collected by vacuum filtration. Further drying in 
vacuo afforded the title phosphine in the form of a white crystalline solid (5.48 g, 73% 
yield). *H NMR (CDC1 3 ) 5 1.83-1.97 (m, 2H), 2.60-2.80 (m, 2H), 4.00-4.12 (m, 2H), 
10 7.65-7.90 (m, 15H). 

[1015] Example All. Preparation of (3 ? 3,4,4,4-pentafluoro-butyl)-triphenyl- 
phosphonium; iodide: 




15 A 1 0 mL Teflon pressure vessel was charged with triphenylphosphine (4.27 g, 1 6.3 

mmol), 3,3,4,4,4-pentafluoro-l-iodobutane (4.90 g, 17.9 mmol), and dimethylformamide 
(8 mL). The vessel was then sealed and placed into a microwave oven (MARS-5, CEM 
corporation). The mixture was heated to 150 °C using 150 watts of power for 60 min. 
Afterward, the mixture was cooled to room temperature, and concentrated in vacuo. The 

20 residue was triturated with diethyl ether (100 mL), forming a white crystalline solid 

product. This product was collected by vacuum filtration and dried in vacuo (8.36 g, 96% 
yield). l H NMR (CDC1 3 ) 6 2.45-2.62 (m, 2H), 4.00-4.15 (m, 2H), 7.70-7.90 (m, 15 H). 
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[1016] Example A12. Preparation of 4-[4-(4-hydroxy4>utyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



A 100 mL round-bottom flask was charged with (3- 

benzyloxypropyl)triphenylphosphonium bromide (7.87 g, 14.4 mmol) and tetrahydrofuran 
(30 mL). The flask was then immersed into an ice bath. Afterward, a 1 M solution of 

10 lithium bis(trimethylsilyl)amide in tetrahydrofuran (15.5 mL, 15.5 mmol) was added 

dropwise while maintaining the temperature at less than 5 °C. After complete addition, the 
reaction mixture was stirred with cooling for 15 min. A solution of the aldehyde from 
Example A4 (4.0 g, 1 1.1 mmol) in tetrahydrofuran (10 mL) was then added dropwise 
while maintaining the temperature at less than 5 °C. After complete addition, the flask was 

1 5 slowly warmed to room temperature and then stirred for 1 hr. The resulting mixture was 
diluted with diethyl ether (50 mL), causing a white precipitate to form. The precipitate 
was filtered, and the filtrate was washed with water (1x100 mL) and brine (1x100 mL). 
The organic layer was dried over magnesium sulfate, filtered, and concentrated in vacuo. 
Purification by flash column chromatography (10-25% ethyl acetate/hexane) afforded 4.65 

20 g of desired olefin in the form of a colorless crystalline solid (85% yield). ! H NMR 
(CDCI3) one major geometric isomer with several side products: 8 1.30-1.45 (m, 2H), 
1.53 (s, 9H), 2.06-2.17 (m, 2H), 2.30-2.45 (m, 5H), 2.96 (t, J = 12.3 Hz, 2H), 3.31 (t, J = 
12 Hz, 2H), 3.47 (t, J = 6.9 Hz, 2H), 3.73 (d, J = 11.7, 2H), 3.97 (dd, J = 3.7, 11.4 Hz, 2H), 
4.51 (s, 2H), 5.24-5.45 (m, 2H), 7.25-7.37 (m, 5H); Electrospray mass spectrometry 

25 showed m/z = 494 (M+H). 




[1017] Part A. Preparation of 4-[4-(4-benzyloxy-but-l-enyI)-piperidine-l- 
5 sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 
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[1018] PartB. Preparation of 4-[4-(4-hydroxy-butyl)-piperidine-l-sulfonyI]- 
tetrahydro-pyran-4-carboxyIic acid tert-butyl ester: 



The benzyl ether from Part A (4.60 g, 9.31 mmol) in tetrahydrofuran (25 mL) with 10% 
Pd/C (1 g, Degussa type) was placed onto a Parr shaker and reduced with H 2 at 40 psi for 
3 hr. The resulting mixture was filtered through celite and concentrated in vacuo, forming 
the alcohol in the form of a crystalline solid (3.80 g, 100% yield). NMR(CDC1 3 ) 5 1.15- 
1.31 (m, 4H), 1.31-1.41 (m, 3H), 1.47-1.58 (m, 11H), 1.67 (d, 2H), 2.09 (dt, 2H), 2.32 (d, 
2H), 2.92 (t, 2H), 3.29 (t, 2H), 3.63 (t, 2H), 3.76 (d, 2H), 3.96 (dd, 2H). ESMS m/z = 
406.37 (M+H) + . 

[1019] Example A13. Preparation of 4-[4-(2-hydroxy-ethyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



The aldehyde from Example A6 (1.43 g, 3.81 mmol) in MeOH (15 mL) at 0°C was 
treated with NaBIL* (144 mg, 3.81 mmol) in portions. Upon completion of addition, the 
ice bath was removed, and the mixture was stirred at room temperature for 2 hr. The 
reaction was then quenched with saturated NHUC1 (-5 mL). After adding water (15 mL), 
the mixture was extracted with methylene chloride (3x30 mL). The organics were dried 
(magnesium sulfate). Concentration in vacuo afforded the alcohol as an oil (1.44 g, 
quantitative conversion). NMR(CDC1 3 ) 8 1.28 (dt, 2H), 1.33-1.42 (m, 2H), 1.47-1.65 (m, 
10H), 1.70 (d, 2H), 2.10 (dt, 2H), 2.32 (d, 2H), 2.94 (dt, 2H), 3.30 (dt, 2H), 3.68 (t, 2H), 
3.76 (d,2H), 3.96 (dd,2H). 
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[1020] Example A14. Preparation of 4-[4-(3-oxo-propoxy>piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



[1021] Part A. Preparation of 4-{4-[3-(tert-butyl-dimethyl-silanyloxy)- 
propoxy]-piperidine-l-sulfonyI}-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



The alcohol from Example A5 (2.00 g, 5.73 mmol), tetrabutylammonium bromide (0.37 
g, 1.15 mmol), and KOH (0.97 g, 17.2 mmol) were slurried in xylene (23 mL). Afterward, 
3-bromopropoxy)-t-butyl-dimethylsilane (4.35 g, 17.2 mmol) was added, and the resulting 
mixture was stirred in a sealed vial at 100°C for 2 x 30 min at 150 Watts in microwave. 
The mixture was filtered, and the resulting solid was washed with methylene chloride. 
The organics were concentrated. Chromatography (on silica, ethyl acetate/hexanes) 
afforded the silyl ether in the form of a colorless solid (1.74 g, 58.2% yield). 
NMR(CDC1 3 ) 8 0.03 (s, 6H), 0.86 (s, 9H), 1.52 (s, 9H), 1.58-1.88 (m, 6H), 2.10 (dd, 2H), 
2.32 (d, 2H), 3.14-3.35 (m, 4H), 3.41-3.62 (m, 5H), 3.68(t, 2H), 3.96 (dd, 2H). ESMS 
m/z = 522.53 (M+H) + . 

[1022] PartB. Preparation of 4-[4-(3-hydroxy-propoxy)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



To the silyl ether from Part A (3. 16 g, 6.05 mmol) in anhydrous tetrahydrofuran (60 mL) 
at 0°C was added 1M TBAF (12.1 mL, 12.1 mmol). Upon completion of the addition, the 
ice bath was removed, and the reaction mixture was stirred at room temperature for 1.5 hr. 
The mixture was then poured into water (100 mL) and saturated NH4CI (100 mL), and 
extracted with ethyl acetate (2x100 mL). The organics were dried (magnesium sulfate) 
and concentrated. Chromatography (on silica, ethyl acetate/hexanes) afforded the alcohol 
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in the form of a colorless crystalline solid (2.25 g, 92.4% yield). NMR(CDC1 3 ) 5 1.52 (s, 
9H), 1.62-1.73 (m, 2H), 1.79-1.99 (m, 4H), 2.10 (dd, 2H), 2.32 (d, 2H), 3.12-3.35 (m, 4H), 
3.45-3.64 (m, 5H), 3.76(t, 2H), 3.96 (dd, 2H). ESMS m/z = 408.38 (M+H) + . 

[1023] PartC. Preparation of 4-[4-(3-oxo-propoxy>-piperidine-l-sulfonyl]- 
5 tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 




To a solution of oxalyl chloride (0.40 mL, 4.55 mmol) in anhydrous methylene chloride at 
-60°C under N 2 was added anhydrous dimethylsulfoxide ("DMSO") (0.54 mL, 7.58 
mmol) dropwise while maintaining the temperature at less than -50°C. This mixture was 

10 stirred for 20 min. The alcohol from Part B (1 .98 g, 4.85 mmol) in 10 mol of anhydrous 
methylene chloride (pre-cooled) was then added dropwise while maintaining the 
temperature at less than -50°C. The resulting mixture was stirred at -70°C for 1 hr. 
Afterward, anhydrous diisopropylethylamine (3.30 mL, 19.0 mmol) was added, and the 
ice bath was removed. The reaction mixture was then stirred at room temperature 

15 overnight. Subsequently, the reaction mixture was diluted with methylene chloride (1 75 
mL), washed with water and brine, dried over magnesium sulfate, and concentrated. 
Chromatography (on silica, ethyl acetate/hexanes) afforded the aldehyde in the form of a 
colorless crystalline solid (1.59 g, 80.8% yield). NMR(CDC1 3 ) 8 1.52 (s, 9H), 1.60-1.72 
(m, 2H), 1.77-1.98 (m, 2H), 2.09(dt, 2H), 2.32 (d, 2H), 2.66 (dt, 3H), 3.15-3.34 (m, 4H), 

20 3.52 (bs, 2H), 3.76(t, 2H), 3.96 (dd, 2H). 

[1024] Example A15. Preparation of triphenyl-(3^ r 3-trifluoro-propyl)- 
phosphonium; iodide: 




25 Triphenylphosphine (2.13 g, 8.12 mmol), l,l,l-trifluoro-3-iodopropane (2.00 g, 8.93 
mmol), and anhydrous dimethylfonnamide (4 mL) were placed into a microwave vessel 
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and heated at 150°C for 40 min at 600 watts. The resulting mixture was concentrated and 
triturated with diethyl ether to form a colorless solid. The colorless solid was collected by 
filtration and washed with diethyl ether. Drying under high vacuum afforded the desired 
salt in the form of a colorless solid (3.77 g, 95.6% yield). NMR (CDC1 3 ) 5 2.51-2.71 (m, 
2H), 3.96-4.09 (m, 2H), 7.67-7.77 (m, 6H), 7.78-7.91 (m, 9H). ESMS m/z = 360.30 



[1025] Example Al 6. Preparation of 4-[4-(4-oxo4>utyl>piperidine-l 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



To a solution of oxalyl chloride (0.226 mL, 2.59 mmol) in anhydrous methylene chloride 
(5.7 mL) at -60°C under N 2 was added anhydrous DMSO (0.31 mL, 4.32 mmol) dropwise 
while maintaining the temperature at less than -50°C. The resulting mixture was stirred 
for 20 min. Afterward, the alcohol from Example A12 (0.875 g, 2.16 mmol) in anhydrous 
methylene chloride (5.7 mL) (pre-cooled) was added dropwise while maintaining the 
temperature at less than -50°C. The resulting mixture was stirred at -70°C for 1 hr. 
Subsequently, anhydrous diisopropylethylamine (1.9 mL, 10.8 mmol) was added, and the 
ice bath removed. The reaction mixture was then stirred at room temperature for 3 hr. 
Afterward, reaction mixture was diluted with methylene chloride (200 mL), washed with 
water (150 mL) and brine, dried over magnesium sulfate, and concentrated. 
Chromatography (on silica, ethyl acetate/hexanes) afforded the aldehyde in the form of a 



colorless crystalline solid (704.4 g, 81.1% yield). NMR(CDC1 3 ) 5 1.16-1.31 (m, 4H), 
1.33-1.45 (m, 1H), 1.52 (s, 9H), 1.57-L72 (m, 4H), 2.11 (dt, 2H) 5 2.32(d, 2H), 2.43 (dt, 
2H), 2.92 (dt, 3H), 3.30 (dt, 2H), 3.3.76 (d, 2H), 3.96 (dd, 2H), 9.75 (s, 1H). 



(M+H) + . 
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[10261 Example Al 7. Preparation of tert-butyl 4-{[4-(5-hydroxypyridin-2- 



yl)piperidm-l-ylJsulfonyl}teti^ydr<>-2H-pyran-4-carboxylate]: 




5 To a mixture of tert-butyl 4-{[4-(5-bromopyridm-2-yl)piperidm4-yl]salfonyl}teti^ydro- 
2H-pyran-4-carboxylate (10.0 g, 20 mmol, 1 eq.) in 100 mL ofN-N' dhnethylacetamide 
was added bis(pinacolato)diboron (5.64 g, 22 mmol, 1.1 eq.), potassium acetate (5.88 g, 60 
mmol, 3 eq.), and [l,l , -bis(diphenyphosphino) ferrocene] dichloropalladium(II), CH 2 C1 2 
((500 mg, 0.6 mmol, 0.03 eq.). The resulting mixture was heated at 85°C for 16 hr. The 

1 0 mixture was then cooled to room temperature, and 40 mL of methanol was added to the 
resulting paste, followed acetic acid (4.5 mL, 80 mmol, 4 eq.). Subsequently, H 2 0 2 was 
added (4.0 mL 50 w/w% solution 60 mmol, 3 eq.) in four 1 mL portions. The mixture was 
then stirred at room temperature for 10 min. Afterward, the mixture was diluted with 400 
mL of CH 2 C1 2 , and then washed 3 x 300 mL water and 1 x 100 mL brine. The organic 

1 5 layer was dried over Na 2 S0 4 and filtered through a pad of SiCh. The product was 

triturated with Et 2 0 to afford 3.25 g. The resulting mother liquor was purified via Si0 2 
chromatography (gradient 10% ethyl acetate/hexanes to 100% ethyl acetate) to afford an 
additional 1.08 g for a total of 4.33 g of product (51% yield). MS MH+ C20H31N2O6S 
calc: 427, found: 427. 1H NMR was consistent with the desired product 

20 

11027] Example A18. Preparation of 4-[4-(2^^^-tetrafluoro- 
propoxymethy^-piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylicacid 

hydroxyamide: 
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11028] Part A. Preparation of 4-[4-(2^^,3-tetrafluoro-propoxymethyI> 
piperidine-l-su!fonyl]-tetrahydro-pyran-4-carboxyUc acid tert-butyl ester: 



?H3 O O w O 




H 3 C 

O" 

An 8 mL glass reaction vessel was charged with the mesylate from Example A3 (300 mg, 
5 0.68 mmol), dimethylformamide (1 .5 mL), 2,2,3 ,3-tetrafluoro-l-propanol (1 16 mg, 0.88 
mmol), and a 60% NaH oil dispersion (35 mg, 0.88 mmol). The resulting mixture was 
stirred under N 2 at room temperature for 15 min, and then heated to 80°C for 16 hr. The 
mixture was then cooled to room temperature and quenched by the addition of saturated 
ammonium chloride aqueous (1 mL). Afterward, the mixture was partitioned between 

10 ethyl acetate (5 mL) and water (5 mL). The organic layer was washed with brine (5 mL), 
and filtered through a pad of celite. The filtrate was concentrated in vacuo and purified by 
flash column chromatography (10-25% ethyl acetate/hexane) to afford 121 mg of a 
colorless oil product (37% yield). l H NMR (CDC1 3 ) 5 1.30 (m, 2H), 1.52 (s, 9H), 1.67- 
1.82 (m, 3H), 2.1 1 (td, J = 4.8, 12.6 Hz, 2H), 2.31 (d, J = 11.2 Hz, 2H), 2.94 (td, J = 1.8, 

15 12.6 Hz, 2H), 3.30 (td, J = 1.8, 12 Hz, 2H), 3.40 (d, J = 6 Hz, 2H), 3.74-3.82 (m, 4H), 3.96 
(dd, J = 4.2, 1 1 .4 Hz, 2H), 5.87 (tt, J = 4.8, 53.2 Hz, 1H); Electrospray mass spectrometry 
showed m/z = 478 (M+H). 

[1029] PartB. Preparation of 4-[4-(2,2,3,3-tetranuoro-propoxymethyl)- 
piperidine-l-sulfonyI]-tetrahydro-pyran-4-carboxyhc acid: 

A 2-dram vial with a magnetic stirrer bar was charged with the product of Part A (120 
mg, 0.25 mmol), methylene chloride (1 mL), and trifluoroacetic acid (1 mL). After the 
vial was capped, the mixture was stirred at room temperature for 2 hr. Afterward, the 
reaction mixture was concentrated in vacuo, and the residue was triturated with ethyl 
25 acetate/hexanes (1:1). The resulting solid was collected by vacuum filtration and dried in 
vacuo to afford a white solid product (87 mg, 82% yield). Electrospray mass spectrometry 
showed m/z = 422 (M+H). 
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[1030] PartC. Preparation of 4-[4-(2^2,3,3-tetrafluoro-propoxymethyl>- 
piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2~ 
yloxy)-amide: 



A 2-drani glass vial was charged with the product from Part B (86 mg, 0.21 mmol), a 0.5 
M solution of hydroxybenzotriazole in dimethylfonnamide (0.8 mL, 0.4 mmol), a 0.5 M 
solution of tetrahydropyanyl hydroxylamine in dimethylfonnamide (0.8 mL, 0.4 mmol), 
ethyl 3-(dimethylamino)propyl carbodiimide hydrochloride (71 mg, 0.37 mmol), and 
triethylamine (114 uL, 0.8 mmol). The resulting mixture was stirred at room temperature 
for 18 hr, and then partitioned between ethyl acetate (5 mL) and water (5 mL). The 
organic layer was washed with 5% HC1 (5 mL) and filtered through a pad of celite. The 
filtrate was concentrated in vacuo and purified by preparative reversed-phase high- 
pressure liquid chromatography using a gradient of 10-90% acetonitrile/water with 0.05% 
trifluoroacetic acid. This afforded 61 mg of a white solid product. Electrospray mass 
spectrometry showed m/z =521 (M+H). 

110311 PartD. Preparation of 4-[4-(2,2,3,3-tetrafluoro-propoxymethyl)- 
piperidine-l-sulfonyl]-tetrahydro-pyran«4-carboxylic acid hydroxyamide: 



A 2-dram glass vial was charged with the product from Part C (61 mg, 0.12 mmol), 1,4- 
dioxane (1 mL), and methanol (1 mL). A 4 N solution of HC1 in dioxane (0.1 mL, 0.4 



Volatiles were removed in vacuo, leaving 22 mg of a white crystalline solid product (24% 
yield over two reaction steps). ! H NMR (DMSO-d6) 5 1 .08 (m, 2H), 1 .61 (d, J = 13.2 Hz, 
2H), 1.71 (m, 1H), 1.83 (td, J = 4.6, 12.6 Hz, 2H), 2.31 (d, J = 13.2 Hz, 2H), 2.87 (t, J = 
11.6 Hz, 2H), 3.15 (t, J = 1 1.4 Hz, 2H), 3.37 (d, J = 6 Hz, 2H), 3.57 (d, J = 12.4 Hz, 2H), 
3.81 (dd, J = 3.2, 12 Hz, 2H), 3.87 (t, J = 14 Hz, 2H), 6.46 (tt, J = 5.6, 52 Hz, 1H), 9.13 (s, 
1H), 10.95 (s, 1H); Electrospray mass spectrometry showed m/z = 437 (M+H). Hi^i- 





mmol) was added, and the resulting mixture stirred at room temperature for 10 min. 
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resolution mass spectroscopy: calculated for C15H25F4N2O6S: 437.1364; observed: 
437.1356. 

[1032] Similar manipulations of the mesylate from Example A3 using other 
alcohol components as described in Part A and subsequent transformations as performed 
5 in Parts B, C, and D afforded the compounds in Table 4 corresponding to the following 
structure: 





oJx F 



R 



Table 4 



Example 


Alcohol 


R 


Calc. Mass 


Observed 
Mass 


Example A18A 


2,2,3,3,3-pentafluoro-l- 
propanol 


-CF 3 


455.1270 


455.1258 


Example A18B 


2,2,3,3,4,4,4- 
heptafluoro- 1 -butanol 


-CF 2 CF 3 


505.1238 


505.1235 


Example A18C 


2,2,3,3,4,4,5,5- 
octafluoro- 1 -pentanol 


-CF 2 CF 2 CF 2 H 


537.1300 


537.1279 



10 [1033] Example A19. Preparation of 4- [4-(4-trifluoromethyl- 

benzyloxymethyl>piperidine-l-sulfonyl]-tetrahydro«pyran-4-carboxylic acid 
hydroxyamide: 

ho. Ji — X 



o 



[1034] Part A. Preparation of 4-[4-(4-trffluoromethyl-benzyloxymethyl)- 
1 5 pip eridin e-1 -sulfonyl] -tetrahydro-pyran-4-carboxylic acid tert-bu ty 1 ester: 

„ r CH 3 O o w O 



H 3 C 




CF-> 
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A 10 mL reaction vessel was charged with the alcohol from Example A2 (0.5 g, 1.38 
mmol) and tetrahydrofuran (4 mL). A 60% NaH oil dispersion (72 mg, 1.8 mmol) was 
then added in 2 portions. The resulting mixture was stirred for 45 min at room 
temperature. 4-(trifluoromethyl)benzyl bromide (397 mg, 1 .66 mmol) was then added. 
5 Afterward, the mixture was heated to 60°C for 2 hr. The mixture was then cooled to room 
temperature and partitioned between ethyl acetate (4 mL) and saturated aqueous 
ammonium chloride (4 mL). The organic layer was dried by filtration through a Celite 
pad, and solvent was removed in vacuo. Flash column chromatography afforded 43 mg of 
a white solid product (6% yield). *H NMR (CDCI3) 8 1.32 (m, 2H), 1.51 (s,9H), 1.76 (d, 

10 J = 12.8 Hz, 2H), 1.82 (m, 1H), 2.11 (td, J = 4.7, 12.6 Hz, 2H), 2.31 (d, J = 11.6 Hz, 2H), 
2.95 (t, J = 12.8 Hz, 2H), 3.30 (t, J = 12 Hz, 2H), 3.33 (d, J = 6 Hz, 2H), 3.80 (br d, J = 12 
Hz, 2H), 3.96 (dd, J = 4.2, 11.4 Hz, 2H), 4.53 (s, 2H), 7.41 (d, J = 8 Hz, 2H), 7.59 (d, J = 8 
Hz, 2H); Electrospray mass spectrometry showed m/z = 522 (M+H). 

[1035] PartB. Preparation of 4-[4-(4-trifluoromethyl-benzyloxymethyl)- 

1 5 piperidine-l-sulfony!]-tetrahydro-pyran-4-carboxylic acid: 




A 2-dram vial equipped with a magnetic stirring bar was charged with the product of Part 
A (43 mg, 0.08 mmol), methylene chloride (1 mL), and trifluoroacetic acid (1 mL). After 
the vial was capped, the mixture was stirred at room temperature for 3 hr. The mixture 
20 was then concentrated in vacuo, and the residue was triturated with ethyl acetate/hexanes 
(1 : 1). The resulting solid was collected by vacuum filtration and dried in vacuo to afford a 
white solid product (22 mg, 56% yield). Electrospray mass spectrometry showed m/z = 
464 (M+H). 

[1036] Part C. Preparation of 4-[4-(4-trifluoromethyl-benzyloxymethyl>- 
25 piperidine-l-sulfonyI]-tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2- 
yloxy)-amide: 
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A 2-dram glass vial equipped with a magnetic stirring bar was charged with the product 
from Part B (22 mg, 0.05 mmol), a 0.5 M solution of hydfoxybenzotriazole in 
dimethylformamide (0.2 mL, 0.1 mmol), a 0.5 M solution of tetrahydropyanyl 
hydroxylamine in dimethylformamide (0.2 mL, 0.1 mmol), ethyl 3-(dimethylamino)propyl 

5 carbodiimide hydrochloride (18 mg, 0.09 mmol), and triethylamine (26 uL, 0.2 mmol). 
The resulting mixture was stirred at room temperature for 18 hr, and then partitioned 
between ethyl acetate (5 mL) and water (5 mL). The organic layer was washed with 5% 
HC1 (5 mL) and filtered through a pad of celite. The filtrate was concentrated in vacuo 
and purified by preparative reversed-phase high-pressure liquid chromatography using a 

10 gradient of 10-90% acetonitrile/water with 0.05% trifluoroacetic acid. This afforded 16 
mg of a white solid product. Electrospray mass spectrometry showed m/z = 582 
(M+NH4). 

{1037] PartD. Preparation of 4-[4-(4-trifluoromethyl-benzyloxymethyl)- 
piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the product 
from Part C (16 mg, 0.05 mmol), 1,4-dioxane (1 mL), and methanol (1 mL). A 4 N 
solution of HC1 in dioxane (0.1 mL, 0.4 mmol) was then added, and the resulting mixture 
was stirred at room temperature for 10 min. Volatiles were removed in vacuo, leaving 15 

20 mg of a white crystalline solid product (69% yield over two reaction steps). l H NMR 

(DMSO-d6) 8 1.13 (m, 2H), 1.66 (d, J = 13.2 Hz, 2H), 1.71 (m, 1H), 1.84 (td, J = 4.4, 12.8 
Hz, 2H), 2.31 (d, J - 13.2 Hz, 2H), 2.89 (t, J = 11.6 Hz, 2H), 3.15 (t, J = 11.4 Hz, 2H), 
3.29 (d, J = 5.2 Hz, 2H), 3.57 (d, J = 13.2 Hz, 2H), 3.81 (dd, J = 3.6, 1 1.6 Hz, 2H), 4.53 (s, 
2H), 7.50 (d, J = 8 Hz, 2H), 7.68 (d, J = 8 Hz, 1H), 9.13 (s, 1H), 10.95 (s, 1H); 

25 Electrospray mass spectrometry showed m/z = 481 (M+H). High-resolution mass 
spectroscopy: calculated for C20H28F3N2O6S: 481.1615; observed: 481.1592. 

[1038] Similar manipulations of the alcohol from Example A2 using other benzyl 
bromide components afforded the compounds in Table Scorresponding in structure to the 
following formula: 



15 
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9 °v° 

HO.. .A. /S 



Table 5 



Example 


Benzyl bromide 


R 


Calc. Mass 


Obs. Mass 


Example A19A 


4-trifluoromethoxy 
benzylbromide 


-OCF 3 


497.1564 


497.1559 


Example A19B 


4-trifluoromethyl thio- 
benzylbromide 


-SCF 3 


513.1335 


513.1394 



[1039] Example A20. Preparation of 4-(4-oct-l-enyl-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




110401 Part A. Preparation of 4-(4-oct-l-enyl-piperidine-l-sulfonyl>- 
tetrahydro-pyran-4-carboxyIic acid tert-butyl ester: 

CH 3 O o O 

H 3 C 




1 0 An oven-dried, 50 mL glass round-bottom flask was charged with heptyl 

triphenylphosphonium bromide (1.1 g, 2.5 mmol) and dry tetrahydrofuran (10 mL). The 
flask was then immersed into an ice bath, and a 1 M solution of lithium 
bis(trimethylsilyl)amide in tetrahydrofuran (2.7 mL, 2.7 mmol) was added dropwise while 
maintaining the temperature at less than 5°C. After complete addition, the reaction 

15 mixture was stirred with cooling for 15 min. A solution of the product from Example A4 
(0.75 g, 2.1 mmol) in tetrahydrofuran (2 mL) was added dropwise while maintaining the 
temperature at less than 5°C. After complete addition, the mixture was stirred with 
cooling for 15 min, and then slowly warmed to room temperature. After stirring for an 
additional hr, diethyl ether was added to the mixture (25 mL). This resulted in 

20 precipitation of a brown solid. The solid was filtered, and the filtrate was washed with 
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water (50 mL) and brine (50 mL). The organic layer was dried over magnesium sulfate, 
filtered, and concentrated in vacuo. Purification by flash column chromatography (10% 
ethyl acetate/hexane) afforded 0.70 g of a colorless crystalline solid product (72% yield). 
! H NMR (CDCI3) mixture of isomers in ratio of 7:1, major isomer: 8 0.87 (t, J = 6.8 Hz, 
5 3H), 1.22-1.44 (m, 10H), 1.52 (s, 9H), 1.57 (m, 2H), 2.00 (m, 2H), 2.11 (td, J = 4.7, 12.6 
Hz, 2H), 2.32 (d, J = 12.8 Hz, 2H), 2.39 (m, 1H), 2.99 (t, J = 12.4 Hz, 2H), 3.30 (t, J = 12 
Hz, 2H), 3.75 (d, J = 12 Hz, 2H), 3.96 (dd, J = 4.2, 11.5 Hz, 2H), 5.16 (t, J = 9.8 Hz, 1H), 
5.33 (td, J = 7.6, 10.7 Hz, 1H); Electrospray mass spectrometry showed m/z = 444 
(M+Na). 

10 [1041] PartB. Preparation of 4-(4-ocM-enyl-piperidine-l-sulfonyl)- 

tetrahydro-pyran-4-carboxylic acid: 




A 2-dram vial equipped with a magnetic stirring bar was charged with the product of Part 
A (229 mg, 0.52 mmol), methylene chloride (1 mL), and trifluoroacetic acid (1 mL). 

1 5 After the vial was capped, the mixture was stirred at room temperature for 3 hr. The 
mixture was then concentrated in vacuo, and the residue was triturated with ethyl 
acetate/hexanes (1:1). The solid was collected by vacuum filtration and dried in vacuo to 
afford a white solid product (161 mg, 81% yield). Electrospray mass spectrometry 
showed m/z = 388 (M+H). 

20 [1042] PartC Preparation of 4-(4-ocM-enyl-piperidine-l-sulfonyl)- 

tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yIoxy)-amide: 




A 2-dram glass vial equipped with a magnetic stirring bar was charged with the product 
from Part B (161 mg, 0.42 mmol), a 0.5 M solution of hydroxybenzotriazole in 
25 dimethylformamide (1.7 mL, 0.85 mmol), a 0.5 M solution of tetrahydropyanyl 
hydroxylamine in dimethylformamide (1.7 mL, 0.85 mmol), ethyl 3- 
(dimethylamino)propyl carbodiimide hydrochloride (159 mg, 0.83 mmol), and 
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triethylamine (232 uL, 1 .67 mmol). The resulting mixture was stirred at room temperature 
for 18 hr, and then partitioned between ethyl acetate (5 mL) and water (5 mL). The 
organic layer was washed with 5% HC1 (5 mL) and filtered through a pad of celite. The 
filtrate was concentrated in vacuo and purified by preparative reversed-phase high- 
5 pressure liquid chromatography using a gradient of 10-90% acetonitrile/water with 0.05% 
trifluoroacetic acid giving two components. Major component: 93 mg of a white solid 
product (46% yield), Electrospray mass spectrometry showed m/z = 504 (M+NH4); Minor 
component: 7 mg of a white solid (4% yield), Electrospray mass spectrometry showed 
m/z = 504 (M+NH4). 

10 [1043] PartD. Preparation of 4-(4-Oct-l-enyl-piperidine-l-sulfonyl)- 

tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the major 
product from Part C (93 mg, 0.18 mmol), 1,4-dioxane (1 mL), and methanol (1 mL). A 4 

15 N solution of HC1 in dioxane (0.1 mL, 0.4 mmol) was then added, and the resulting 
mixture was stirred at room temperature for 10 min. Volatiles were removed in vacuo, 
leaving 100 mg of a white crystalline solid. ] H NMR (DMSO-d6) 6 0.83 (t, J = 6.8 Hz, 
3H), 1.22 (m, 10H), 1.47 (d, J = 10.4 Hz, 2H), 1.84 (td, J = 4.4, 12.8 Hz, 2H), 1.99 (q, J - 
6.8 Hz, 2H), 2.31 (d, J= 12.8 Hz, 2H), 2.36 (m, 1H), 2.93 (t, J = 1 1.4 Hz, 2H), 3.15 (t, J = 

20 11.6 Hz, 2H), 3.55 (d, J = 12.8 Hz, 2H), 3.81 (dd, J = 3.4, 11.4 Hz, 2H), 5.15 (t, J = 10 Hz, 
1H), 5.27 (td, J = 7.2, 10.9 Hz, 1H), 9.13 (s, 1H), 10.95 (s, 1H); Electrospray mass 
spectrometry showed m/z = 403 (M+H). High-resolution mass spectroscopy: calculated 
for C19H35N2O5S: 403.2261; observed: 403.2255. 

25 [1044] Example A21. Preparation of 4-(4-oct-l-enylrpiperidine-l-sulfonyl)- 

tetrahydro-pyran-4-carboxylic acid hydroxyamide: 





9 00 
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A 2-dram glass vial was charged with the major product from Example A20, Part C (7 



5 



10 



15 



20 



mg, 0.02 mmol), 1,4-dioxane (1 mL), and methanol (1 mL). A 4 N solution of HC1 in 
dioxane (0.1 mL, 0.4 mmol) was then added, and the mixture stirred at room temperature 
for 10 min. Volatiles were removed in vacuo, leaving 8 mg of a white crystalline solid. 
*H NMR (DMSO-d6) 6 0.82 (t, J = 6.4 Hz, 3H), 1.21 (m, 10H), 1.58 (d, J = 10.8 Hz, 2H), 
1.83 (td, J = 4.4, 12.8 Hz, 2H), 1.91 (q, J = 6.2 Hz, 2H), 2.00 (m, 1H), 2.31 (d, J = 13.2 Hz, 
2H), 2.89 (t, J = 1 1.4 Hz, 2H), 3.15 (t, J = 1 1.6 Hz, 2H), 3.54 (d, J = 12.4 Hz, 2H), 3.81 
(dd, J = 3.6, 1 1.6 Hz, 2H), 5.29-5.41 (m, 2H), 9.13 (s, 1H), 10.95 (s, 1H); Electrospray 
mass spectrometry showed m/z = 403 (M+H). High-resolution mass spectroscopy: 
calculated for C19H35N2O5S: 403.2261; observed: 403.2240. 

[1045] Example A22. Preparation of 4-(4-octyl-piperidine-l-sulfonyl> 
tetrahydro-pyran-4-carboxylic acid hydroxyamide (an alternative to the preparation 
illustrated in Example 26): 



[1046] Part A. Preparation of 4-(4-octyl-piperidine-l-sulfonyl)-tetrahydro- 
pyran-4-carboxylic acid tert-butyl ester: 



The olefin from Example A20, Part A (0.35 g, 0.79 mmol) was mixed with methanol (5 
mL). Subsequently, 10% Pd/C (0.5 g) was added. The resulting mixture was agitated on a 
Parr shaker at 40 psi overnight. The mixture was then filtered through celite and 
concentrated. This afforded the alkane in the form of a white crystalline solid (328 mg, 
93% yield). 'H NMR (CDCI3) 5 0.89 (t, J = 6.5 Hz, 3H), 1.27 (m, 17H), 1.54 (s, 9H), 1.69 
(d, J = 12.3 Hz, 2H), 2.15 (td, J = 4.7, 12.5 Hz, 2H), 2.34 (d, J = 12.6 Hz, 2H), 2.94 (t, J = 
12.2 Hz, 2H), 3.33 (t, J = 11.8 Hz, 2H), 3.78 (d, J = 12.6 Hz, 2H), 3.98 (dd, J = 4.2, 12 Hz, 
2H). Electrospray mass spectrometry showed m/z = 446 (M+H) + . 
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[1047] PartB. Preparation of 4r(4-octyl-piperidine-l-sulfonyl)-tetrahydro- 
pyran-4-carboxylic acid: 



A 2-dram vial equipped with a magnetic stirring bar was charged with the product of Part 
5 A (307 mg, 0.69 mmol), methylene chloride (1 mL), and trifluoroacetic acid (1 mL). 
After the vial was capped, the mixture was stirred at room temperature for 3 hr. The 
mixture was then concentrated in vacuo, and the residue was triturated with ethyl 
acetate/hexanes (1:1). The resulting solid was collected by vacuum filtration and dried in 
vacuo to afford a white solid product (268 mg, 86% yield). Electrospray mass 
1 0 spectrometry showed m/z = 390 (M+H). 

{1048] PartC. Preparation of 4-(4-octyl-piperidine-l-sulfonyl)-tetrahydro- 
pyran-4-carboxylic acid (tetrahydro-pyran-2-yIoxy>amide: 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the product 
1 5 from Part B (232 mg, 0.60 mmol), a 0.5 M solution of hydroxybenzotriazole in 
dimethylformamide (2.4 mL, 1.2 mmol), a 0.5 M solution of tetrahydropyanyl 
hydroxylamine in dimethylformamide (2.4 mL, 1.2 mmol), ethyl 3-(dimethylamino)propyl 
carbodiimide hydrochloride (228 mg, 1.2 mmol), and triethylamine (332 uL, 2.4 mmol). 
The resulting mixture was stirred at room temperature for 1 8 hr, and then partitioned 
20 between ethyl acetate (5 mL) and water (5 mL). The organic layer was washed with 5% 
HQ (5 mL) and filtered through a pad of celite. The filtrate was concentrated in vacuo 
and purified by preparative reversed-phase high-pressure liquid chromatography using a 
gradient of 10-90% acetonitrile/water with 0.05% trifluoroacetic acid. This afforded a 
white solid product (169 mg, 58% yield), Electrospray mass spectrometry showed m/z = 
25 506 (M+NH4). 



HO' 
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[1049] Part D. Preparation of 4-(4-octyI-piperidine-l-sulfonyI)-tetrahydro- 
pyran-4-carboxylic acid hydroxyamide: 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the product 
from Part C (93 mg, 0.18 mmol), 1,4-dioxane (1 mL), and methanol (1 mL). A 4 N 
solution of HC1 in dioxane (0.1 mL, 0.4 mmol) was added, and the resulting mixture was 
stirred at room temperature for 10 min. Volatiles were removed in vacuo, leaving 162 mg 
of a white crystalline solid. ! H NMR (DMSO-d6) 5 0.82 (t, J = 6.8 Hz, 3H), 1 .00 (m, 2 
H), 1.21 (m, 1 1H), 1.59 (d, J = 10.4 Hz, 2H), 1.83 (td, J = 4.3, 12.8 Hz, 2H), 2.30 (d, J = 
12.8 Hz, 2H), 2.S4 (t, J = 1 1.6 Hz, 2H), 3.14 (t, J = 11.6 Hz, 2H), 3.54 (d, J = 12.4 Hz, 
2H), 3.81 (dd, J = 3.6, 11.2 Hz, 2H), 9.15 (s, 1H), 10.95 (s, 1H); Electrospray mass 
spectrometry showed m/z = 405 (M+H). High-resolution mass spectroscopy: calculated 
forCi 9 H37N 2 05S: 405.2418; observed: 405.2398. 

[1050] Example A23. Preparation of 4-(4-heptyloxy-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxyIic acid hydroxyamide: 



[1051] Part A. Preparation of 4-(4-heptyIoxy-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxyIic acid tert-butyl ester: 



A 10 mL teflon reaction vessel was charged with the alcohol from Example A5 (0.5 g, 1.4 
mmol) and tetrahydrofuran (4 mL) under N 2 . A 60% NaH oil dispersion (74 mg, 1 .9 
mmol) was then added in one portion with much gassing. After stirring at room 
temperature for 30 min, a solution of 1-iodoheptane (0.39 g, 1.7 mmol) in tetrahydrofuran 
(1 mL) was added dropwise. The resulting mixture was heated to 50°C for 26 hr, and then 
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cooled to room temperature. Afterward, the mixture was partitioned between saturated 
ammonium chloride (5 mL) and ethyl acetate (5 mL). The organic layer was washed with 
water (5 mL), filtered through Celite, and concentrated in vacuo. Flash column 
chromatography on silica gel afforded a white crystalline solid product (131 mg, 20% 
yield). *H NMR (CDC1 3 ) 5 0.88 (t, J = 6.8 Hz, 3H), 1.22-1.35 (m, 8H), 1.52 (s, 9H), 1.54 
(m, 2H), 1.60-1.75 (m, 2H), 1.80-1.90 (m, 2H), 2.11 (td, J = 4.5, 12.6 Hz, 2H), 2.32 (d, J = 
1 1.4 Hz, 2H), 3.17 (m, 2H), 3.25 (m, 2H), 3.31 (t, J = 12.2 Hz, 2H), 3.40 (t, J = 6.6 Hz, 
2H), 3.46 (m, 1H), 3.55 (m, 2H), 3.96 (dd, J = 4.2, 1 1.4 Hz, 2H); Electrospray mass 
spectrometry showed mlz = 448 (M+H) + . 

[1052] PartB. Preparation of 4-(4-heptyloxy-piperidine-l -sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid: 



A 2-dram vial equipped with a magnetic stirring bar was charged with the product of Part 
A (99 mg, 0.22 mmol), methylene chloride (1 mL), and trifluoroacetic acid (1 mL). After 
the vial was capped, the mixture was stirred at room temperature for 3 hr. The mixture 
was then concentrated in vacuo, and the residue was triturated with ethyl acetate/hexanes 
(1:1). The resulting solid was collected by vacuum filtration and dried in vacuo to afford a 
white solid product (86 mg, 83% yield). Electrospray mass spectrometry showed m/z = 
392 (M+H). 

[1053] Part C. Preparation of 4-(4-heptyloxy-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yloxy)-amide: 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the product 
from Part B (72 mg, 0.18 mmol), a 0.5 M solution of hydroxybenzotriazole in 
dimethylformamide (0.7 mL, 0.35 mmol), a 0.5 M solution of tetrahydropyanyl 
hydroxylamine in dimethylformamide (0.7 mL, 0.35 mmol), ethyl 3- 
(dimethylamino)propyl carbodiimide hydrochloride (70 mg, 0.36 mmol), and 
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triethylamine (102 uL, 0.73 mmol). The resulting mixture was stirred at room temperature 
for 18 hr, and then partitioned between ethyl acetate (5 mL) and water (5 mL). The 
organic layer was washed with 5% HC1 (5 mL) and filtered through a pad of celite. The 
filtrate was concentrated in vacuo and purified by preparative reversed-phase high- 
pressure liquid chromatography using a gradient of 10-90% acetonitrile/water with 0.05% 
trifluoroacetic acid. This afforded a white solid product (55 nig, 61% yield). Electrospray 
mass spectrometry showed m/z = 508 (M+NH4). 

[1054] PartD. Preparation of 4-(4-heptyloxy-piperidine-l-sulfonyl> 
tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the major 
product from Part C (55 mg, 0.1 1 mmol), 1,4-dioxane (1 mL), and methanol (1 mL). A 4 
N solution of HC1 in dioxane (0.1 mL, 0.4 mmol) was then added, and the resulting 
mixture stirred at room temperature for 10 min. Volatiles were removed in vacuo, leaving 
53 mg of a white crystalline solid. *H NMR (DMSO-d6) 5 0.83 (t, J = 6.8 Hz, 3H), 1.20- 
1.30 (m, 8H), 1.35-1.48 (m, 4H), 1.70-1.80 (m, 2H), 1.83 (td, J - 4.4, 12.8 Hz, 2H), 2.30 
(d, J = 13.2 Hz, 2H), 3.00-3.10 (m, 2H), 3.14 (t, J = 1 1.6 Hz, 2H), 3.27-3.45 (m, 5H), 3.81 
(dd, J = 3.8, 1 1.4 Hz, 2H), 9.15 (s, 1H), 10.95 (s, 1H); Electrospray mass spectrometry 
showed m/z = 405 (M+H). High-resolution mass spectroscopy: calculated for 
Ci8H 3 5N 2 0 6 S: 407.2210; observed: 407.2205. 
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[1055] Example A24. Preparation of N-hydroxy-4-(H-[5-(3 9 3,4,4 5 4- 
pentafluorobutyI)pyra2in-2-yl]piperazin-l-yl}sulfonyl)tetrah 
carboxamide hydrochloride: 




5 



[10561 Part A. Preparation of S'-bromo-^methanesutfonyl-SAS,^- 
tetrahydro-2H-[l ,2 f Jbipyrazinyl: 



To a CH 2 C1 2 (150 mL) solution of Example 1, Part B (17 g, 50 mmol) in an ice bath was 
1 0 added trifiuoroacetic acid (30 niL). The solution was stirred for 4 hr at room temperature, 
and then stripped in vacuo. The residue was partitioned between EtOAc (250 mL) and 
saturated NaHC0 3 (200 mL). The organic layer was separated, and the aqueous layer 
extracted with EtOAc and CH 2 C1 2 (200 mL each). The combined organic extracts were 
washed with brine, dried over MgSC>4, and evaporated to afford the crude piperazine in the 
1 5 form of a yellow solid (MS: m/z = 243, 245 (M+H)). The resulting crude product was 
dissolved in CH 2 C1 2 (150 mL), and then cooled in an ice bath. To the resulting mixture 
was added Et 3 N (8.8 mL, 63 mmol) and methanesulfonyl chloride (4.2 mL, 55 mmol). 
The solution was stirred for 16 hr at room temperature. The mixture was then washed 
with water and brine, dried over MgS0 4 , and evaporated to produce 14.3 g (89% yield) of 
20 the desired sulfonamide in the form of a pale yellow oil. MS: m/z = 321, 323 (M+H). 

[1057] PartB. Preparation of (5 , -bromo-2^^ 5 6-tetrahydro-[l^ f ]bipyrazinyl- 
4-sulfonyl)-acetic acid tert-bntyl ester: 




454 



BNSDOCID: <W O 03091247A2 I > 



WO 03/091247 



PCT/US03/13123 



To a slurry of Part A (9.86 g, 30.7 mmol) and di-tert-butyl dicarbonate (7.37 g, 33.8 
mmol) in THF (200 mL) at -78°C was added a tetrahydrofuran ("THF") solution of 
lithium bis(trimethylsilyl)amide (90 mL, 1 M, 90 mmol) dropwise over 10 min. The 
resulting slurry was warmed to 0°C, stirred for 10 min, and quenched with saturated 
5 NH4CI (1 00 mL). The THF was removed by rotary evaporation, and the residue was 
partitioned between ethyl acetate (400 mL) and water (200 mL). The organic layer was 
separated, washed with brine, dried over MgS0 4 , and evaporated to produce 12.5 g (97% 
yield) of the desired compound in the form of a tan solid. LCMS: m/z = 443.0, 445.0 
(M+H). 

10 1 1 058] Part C. Preparation of 4-(5'-bromo-2,3,5,6-tetr ahydro- 

[l,2 ? ]bipyrazinyl-4-sulfonyl)-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 

CH 3 O o O y ^ N=\ 

H 3 C O ^ \_ N I J 

o 

To a dimethylformamide ("DMF") (50 mL) solution of the product of Part B (6.40 g, 15.2 
mmol) was added K 2 C0 3 (6.6 g, 47.8 mmol), 1 8-crown-6 (1.2 g, 4.5mmol), and bis(2- 

15 bromoethyl)ether (2.8 mL, 22. mmol). The resulting slurry was stirred at 60°C for 24 hr, 
and then at room temperature for an additional 16 hr. The solvent was stripped in vacuo, 
and the residue was partitioned between ethyl acetate (150 mL) and water (100 mL). The 
organic layer was separated, and the aqueous layer was extracted with EtOAc (3x150 mL) 
and CH2CI2 (100 mL). The combined organic layers were dried over MgS04 and 

20 evaporated to form a tan solid. The solid was triturated with diethyl ether, and the 

precipitate was isolated by filtration and washed with diethyl ether (2x25 mL) to afford 
4.79 g (64% yield) of the desired acid in the form of a white solid. LCMS : m/z = 5 1 3, 
515 (M+H). 

[1059] PartD. Preparation of 4-{5 , -(3,3,4,4,4-pentafluoro-butyl)-2^,5,6- 
25 tetrahydro-[l ,2' ]bipyrazinyl-4-sulfonyl]«tetrahydro-pyran-4-carboxylic acid tert- 
butyl ester: 




S-N N-\ //-Br J X J* 
\ / ^— n H 3 C O >C N f 
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Zn/Cu couple (0.30 g, 4.6 mmol), l,l,l,2;2-pentafluoro-4-iodobutane (0.78 g, 3.0 mmol), 
benzene (5 mL), and N,N«Klimethylfonnamide (0.4 mL) were heated together for 3 hr at 
60°C under N 2 . A solution of the product of Part C (0.49 g, 1.0 mmol) and [1,1'- 
bis(diphenylphosphino)ferrocene]dicUoropaUadium(II), complex with CH 2 C1 2 (1:1) (0.04 

5 g, 0.05 mmol) in 1 : 1 DMFrTHF (6mL) was added, and the resulting slurry was stirred 
overnight at 60°C under N 2 . The mixture was subsequently poured into saturated NH4CI 
(50 mL), and extracted with ethyl acetate (2x50 mL). The combined organic extracts were 
washed with brine, dried over MgSCU, and evaporated to form a brown solid. The crude 
material was purified on silica gel eluting with 25% ethyl acetate in hexane to produce 

10 0.47 g (84% yield) of the desired product in the form of an off-white solid. MS : m/z - 
559.2 (M+H). 

[1060] PartE. Preparation of 4-[5 f -(3 ) 3,4,4 > 4-pentafluoro-butyl)-2 5 3A6- 
tetrahydro-[l,2 f ]bipyrazinyl-4-sulfonyl]-tetrahydro-pyran-4-carboxylic acid: 



O^ 

15 To a CH 2 C1 2 (2 mL) solution of the product of Part D (0.45 g, 0.81 mmol) was added was 
added trifluoroacetic acid (4 mL). The solution was stirred for 3 hr, and then stripped in 
vacuo to produce 0.62g (94% yield) of the desired acid in the form of an off-white solid. 
The crude product was used without further purification in the next step. LCMS: m/z = 
503.1(M+H). 

20 [1061] PartF. Preparation of 4-[5 , -(3 y 3,4,4,4-Pentanuoro-butyI)-2^,5,6- 

tetrahydro-tljl^bipyrazinyl^sulfonyll-tetrahydro-pyran-^arboxylic acid 
(tetrahydro-pyran-2-yloxy)-amide: 

8 %? /-\ /*=\ fl %? /-\ 

HO^X W 






CF 3 




25 To a slurry of the product of Part E in DMF (5 mL) was added triethylamine (0.45 mL, 
3.2 mmol), O-(tetrahydro-2H-pyran-2-yl)hydroxyamine(0.28 g, 2.4 mmol), l-(3- 
dime%laminopropyl)-3-ethylcarbodiimide hydrochloride (0.46 g, 2.4 mmol), and 1- 
hydroxybenzotriazole (0.32 g, 2.4 mmol). The reaction mixture was stirred 16 hr at room 
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temperature. The solvent was stripped in vacuo, and the residue partitioned between ethyl 
acetate and water. The organic layer was separated, washed with saturated NaHC0 3 , 
washed with brine, dried over MgS0 4> and evaporated to form an oil. The crude material 
was purified by flash column chromatography on silica gel eluting with 25% ethyl acetate 
5 (containing 10% MeOH) in hexane to afford 0.36 g (73% yield, based on Part D) of the 
desired THP-protected hydroxamic acid in the form of a white solid. LCMS: m/z = 602.2 
(M+H, 25%), 624.2 (M+Na, 75%). 

[1062] PartG. Preparation of N-hydroxy-4-({4-[5-(3^,4,4,4- 
pentafluorobutyl)pyrazin-2-yl]piperazin-l-yl}sulfonyl)tetrahydro-2H-pyran-4- 
10 carboxamide hydrochloride: 

HCl 

O 

To the solid of Part F (0.35 g, 0.58 mmol) was added methanol ("MeOH") (0.5 mL) and 4 
N HCl in dioxane (5.0 mL). The resulting yellow solution was stirred for 1 hr, and then 
added dropwise to rapidly stirring diethyl ether (50 mL). Subsequently, the slurry was 

15 stirred for 3 hr, and then filtered. The resulting solid was washed with diethyl ether (2 x 
20 mL). The precipitate was dried in vacuo for 16 hr. Residual dioxane was removed by 
dissolving the solid in ethanol and stripping in vacuo at 50°C twice. The solid was dried in 
vacuo for 16 hr at room temperature to afford 0.25 g (74% yield) of the desired compound. 
LCMS: m/z = 518.1 (M+H). HRMS calcd. for CigHasNsOsSFs: m/z - 518.1491 [M+H] + ; 

20 found: 518.1515. 



[1063] Example A25. Preparation of N-hydroxy.4-({4-[4-(3,3^- 
trifluoropropyl)phenyl]piperazin-l-yl}sulfonyl)tetrahydro-2H-pyran^-carboxamide 
hydrochloride: 
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[1064] Part A. t-Butyl-2-[l-[4-(4-bromophenyl^ 
g, 35.7 mmol, Caxbogen), K 2 C0 3 (14.83 g, 107.3 mmol), N,N-dimethylformamide (140 
mL), 2-bromoethyl ether (9.13 g, 39.3 mmol, Aldrich), and 18-crown-6 (catalytic amount, 
spatula tip) were heated at 70°C overnight with mixing under an N 2 atmosphere. 
5 Subsequently, additional K2CO3 (4.94 g, 35.7 mmol) and 2-bromoethyl ether (3.69 g, 16 
mmol) were added to the mixture, and the mixture was then stirred for an additional night 
under N 2 . Additional K2CO3 (4.94 g, 35.7 mmol) and 2-bromoethyl ether (3.69 g, 16 
mmol) were once again added to the mixture, and the mixture was again stirred overnight 
under N 2 . The mixture was then cooled to ambient temperature, and then poured into 

10 ethyl acetate (500 mL) and deionized water (200 mL). The layers were separated, and the 
aqueous was back-extracted with ethyl acetate (100 mL). The combined ethyl acetate 
layers were washed with 100 mL each of a 1: 1 mixture of deionized watensaturated 
NaCl(aq) and saturated NaCl(aq), dried over MgS0 4 , and concentrated in vacuo to form 
yellow solids. These solids were stirred in MeOH (50 mL) for 1 hr, filtered, and washed 

1 5 with MeOH (15 mL). The solids were then dried in a vacuum oven at 50°C overnight to 
afford 1 1 . 1 g (64% yield) of the desired t-butyl ester pyran intermediate. *H NMR 
confirmed structure of the intermediate. 

[1065J Part B. Zn/Cu couple (0.6 g, 9.23 mmol), l,l,l-trifluoro-3-iodopropane 
(1.37 g, 6.1 1 mmol, Aldrich), benzene (16 mL), and N,N-dimethylformamide (1 mL) were 

20 heated together for 3 hr at 60°C under N 2 . The t-butyl ester pyran from Part A (1 .0 g, 
2.04 mmol) and [l,r-Bis(diphenylphosphino)ferrocene]dicUoropalla(hum(II), complex 
with CH 2 C1 2 (1 : 1) (0.083 g, 0.102 mmol, Aldrich) were added, and the resulting dark 
mixture was stirred overnight at 69°C under N 2 . Zn/Cu couple (0.6 g, 9.23 mmol), 1,1,1- 
trifluoro-3-iodopropane (1.37 g, 6.11 mmol, Aldrich), benzene (16 mL), andN,N- 

25 dimethylformamide (1 mL) were heated together for 3 hr at 60°C under N 2 . This mixture 
was added to the original flask, and the resulting mixture was stirred overnight at 70°C 
under N 2 . An additional portion of the Pd catalyst (same amount used above) was added 
to the mixture, and the resulting mixture was stirred at 70°C overnight under N 2 . Zn/Cu 
couple (0.6 g, 9.23 mmol), l,l,l-1xifluoro-3-iodopropane (1.37 g, 6.11 mmol, Aldrich), 

30 benzene (16 mL), and N,N-dimethylfonnamide (1 mL) were heated together for 3 hr at 

60°C under N 2 . This mixture was added to the original flask along with another portion of 
the Pd catalyst (same amount used above), and the resulting mixture was stirred overnight 
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at 70°C under N2. The mixture was allowed to cool to ambient temperature, and 50 mL 
each of saturated NH 4 Cl(aq) and deionized water were added to the mixture. The mixture 
was then stirred for 15 min. Afterward, the mixture was further diluted with 200 mL of 
ethyl acetate and filtered through a pad of Celite®. The filter cake was washed with 50 
5 mL each of deionized water and ethyl acetate. The layers were separated, and the organic 
layer was washed with 100 mL of saturated NaCl(aq), dried over MgS(>4, and 
concentrated in vacuo to form a brown oil (1.43 g). Chromatography (silica, ethyl 
acetate/hexanes) afforded 6.80 g (78% yield) of a yellow oil. 

[1066] Part C The yellow oil from Part B was dissolved in CH 2 C1 2 (5 mL). 

10 Trifluoroacetic acid (5 mL) was then added. The mixture was agitated, and then stoppered 
with a syringe needle vent overnight at ambient temperature. Subsequently, the solution 
was concentrated in vacuo to approximately 1-2 mL. The solids were then precipitated by 
slow addition of 30 mL ethyl ether ("Et 2 0"). The slurry was stoppered for 30 min to 
allow precipitation. The precipitate was then filtered and dried at 50°C in vacuo for 2 hr to 

15 afford 0.64 g (72% yield) of solids. 

[1067] Part D. The solids from Part C were dissolved with 1- 
hydroxybenzotriazole (0.23 g, 1.7 mmol, Aldrich) and l-[3-dimethylamino)propyl]-3- 
ethylcarbodiimide hydrochloride (0.326 g, 1.7 mmol, Aldrich) in N,N-dimethylformamide 
(5mL). The mixture was stoppered and mixed at ambient temperature for 30 min. 

20 Afterward, 4-methylmorpholine (0.5 mL, 6.8 mmol) and 0-(tetrahydropyranyl) 

hydroxylamine (0.200 g, 1.7 mmol, Carbogen) were added. The resulting mixture was 
mixed at ambient temperature for 8 hr, after which 1-hydroxybenzotriazole (0.1 15 g, 0.85 
mmol, Aldrich), l-[3-dimethylamino)propyl]-3-etliylcarbodiimide hydrochloride (0.163 g, 
0.85 mmol, Aldrich), 4-methylmorpholine (0.187 mL, 1.7 mmol), and O- 

25 (tetrahydropyranyl) hydroxylamine (0.1 g, 0.85 mmol, Carbogen) were added. The 

mixture was then stoppered and stirred overnight at ambient temperature. Subsequently, 
the mixture was poured into 100 mL ethyl acectate and 50 mL of saturated NaHC0 3 (aq). 
The layers were separated, and the resulting aqueous layer was back-extracted with 50 mL 
ethyl acetate. The combined organic layers were washed with 50 mL each of a 1:1 

30 mixture of deionized waterrsaturated NaCl(aq) and saturated NaCl(aq), dried over MgS0 4 , 
and concentrated in vacuo to form an oil. Crystals were obtained from the resulting oil by 
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crystallization from 10 mL methanol. The crystals were dried in vacuo at 50°C overnight 
to afford of solids (0.41 g, 66% yield). 

[1068] Part E. To the solids from Part D (0.28 g) dissolved in MeOH (2.5 mL) 
was added 4N HC1 in dioxane (10 mL). This mixture was stoppered and mixed for 1 hr at 

5 ambient temperature. The mixture was then concentrated in vacuo to form solids. The 
crude material was purified by chromatography (on reversed-phase silica, 
water/acetonitrile w/ 0.05% trifluoroacetic acid in both). Trifluoroacetate salt was 
exchanged for hydrochloride salt by 3 evaporations with MeOH (5 mL) and 4N HC1 in 
dioxane (20 mL). After the last evaporation, the solids were dissolved in 1 mL methanol 

10 and precipitated by a slow addition of 30 mL Et 2 0 resulting in white solids. The white 
solids were filtered and dried in a vacuum oven at 50°C for 3 hr to afford 0. 1 13 g of 
product (44% yield). MS, M+H calculated for C19H26F3N3O5S: 466.1618, found: 
466.1599. 

11069] Example A26. Preparation of N-hydroxy-4-({4-[4-(4,4,4- 
15 trifluorobutyl)phenylJpiperazin-l-yl^ 
hydrochloride: 




CF 3 



[1070] Part A. t-Butyl-2-[l-[4-(4-bromophenyl)piperazinyl]sulfonyl]acetate(15 g, 
35.7 mmol, Carbogen), K 2 C0 3 (14.83 g, 107.3 mmol), N,N-dimethylformamide (140 mL), 

20 2-bromoethyl ether (9.13 g, 39.3 mmol, Aldrich), and 18-crown-6 (catalytic amount, 

spatula tip) were heated at 70°C overnight with mixing under N 2 . Additional K 2 C0 3 (4.94 
g, 35.7 mmol) and 2-bromoethyl ether (3.69 g, 16 mmol) were added to the mixture, and 
the mixture was again stirred overnight under N 2 . Additional K 2 C0 3 (4.94 g, 35.7 mmol) 
and 2-bromoethyl ether (3.69 g, 16 mmol) was once again added to the mixture, and the 

25 mixture was stirred overnight under N 2 . The mixture was cooled to ambient temperature 
and then poured into ethyl acetate (500 mL) and deionized water (200 mL). The layers 
were separated, and the aqueous layer was back-extracted with ethyl acetate (100 mL). 
The combined ethyl acetate layers were washed with 100 mL each of a 1 :1 mixture of 
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deionized water:saturatedNaCl(aq) and saturated NaCl(aq), dried over MgS(>4, and 
concentrated in vacuo to form yellow solids. These solids were stirred in MeOH (50 mL) 
for 1 hr, filtered, and washed with MeOH (15 mL). The solids were then dried in a 
vacuum oven at 50°C overnight to afford 11.1 g (64% yield) of solids. l H NMR 

5 confirmed structure of the desired t-butyl ester pyran compound. 

[1071] Part B, Zn/Cu couple (1.22 g, 18.8 mmol), l,l,l-trifluoro-4-iodobutane 
(2.91 g, 12.2 mmol, Matrix Scientific), benzene (32.5 mL), and N,N-dimethylformamide 
(6.5 mL) were heated together for 3 hr at 60°C under N 2 . Afterward, the t-butyl ester 
pyran from Part A (2.0 g, 4.1 mmol) and [1,1'- 

10 bis(diphenylphosphino)ferrocene]dicMoropalladium(II), complex with CH2CI2 (1:1) 
(0.166 g, 0.2 mmol, Aldrich) were added, and the resulting dark mixture was stirred 
overnight at 78°C under N 2 . Zn/Cu couple (1.22 g, 18.8 mmol), l,l,l-trifluoro-4- 
iodobutane (3.35 g, 12.2 mmol, Matrix Scientific), benzene (32.5 mL), and N,N- 
dimethylformamide (6.5 mL) were heated together for 3 hr at 60°C under N2. This 

15 mixture was then added to the original flask, along with an additional portion of the Pd 
catalyst (same amount used above). The resulting mixture was stirred overnight at 78°C 
under N2. The mixture was then allowed to cool to ambient temperature, and 25 mL of 
saturated NELjClfaq) was added to the mixture. The resulting mixture was stirred for 1 5 
min. The mixture was then further diluted with deionized water (50 mL) and ethyl acetate 

20 (lOOmL) and filtered through a pad of Celite®. The filter cake was washed with 50 mL 
each of deionized water and ethyl acetate. The layers were separated, and the organic 
layer was washed with 100 mL of saturated NaCl(aq), dried over MgSC>4, and 
concentrated in vacuo to afford a red oil (2.6 g, 122% yield). 

[1072] Part C. The red oil from Part B was dissolved in CH 2 C1 2 (30 mL). 

25 Trifluoroacetic acid (30 mL) was then added. The mixture was stoppered with a syringe 
needle vent and mixed over a weekend at ambient temperature. The resulting mixture was 
then concentrated in vacuo to form an oil. 

[1073] Part D. The oil from Part C, 1-hydroxybenzotriazole (0.83 g, 6.1 mmol, 
Aldrich), and l-[3-dimethylamino)propyl]-3-ethylcarbodiimide hydrochloride (1.18 g, 6.1 

30 mmol, Aldrich) were dissolved in N,N-dimethylformamide (20mL). The mixture was 
stoppered and mixed at ambient temperature for 1 hr. Afterward, 4-methylmorpholine 
(1.76 mL, 16 mmol) and 0-(tetrahydropyranyl) hydroxylamine (0.71 g, 6.1 mmol, 
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Carbogen) were added. The resulting mixture was then mixed at ambient temperature for 
2hr, after which time 1-hydroxybenzotriazole (0.55 g, 4.1 mmol, Aldrich), l-[3- 
dimemylammo)propyl]-3-emylcarbo(himide hydrochloride (0.79 g, 4.1 mmol, Aldrich), 4- 
methylmorpholine (0.55 mL, 5 mmol), and 0-(tetrahydropyranyl) hydroxylamine (0.48 g, 
5 4.1 mmol, Carbogen) were added. The resulting solution was stoppered and stirred at 
ambient temperature overnight. Subsequently, the mixture was poured into 300 mL ethyl 
acectate, 50 mL deionized water, and 50 mL of saturated NaHC0 3 (aq). The layers were 
separated, and the organic layer was washed with 100 mL each of a 1 : 1 mixture of 
deionized water:saturated NaCl(aq) and saturated NaCl(aq), dried over MgS0 4 , and 
10 concentrated in vacuo to afford an oil. 

110741 Part E. The oil from Part D was dissolved in MeOH (5 mL). Afterward, 
4N HC1 in dioxane (20 mL) was added. The resulting mixture was stoppered and mixed 
overnight at ambient temperature. The solution was then concentrated in vacuo to a semi- 
solid/oil. The crude oil was purified by chromatography (on reversed-phase silica, 
1 5 water/acetonitrile w/ 0.05% trifluoroacetic acid in both). Trifluoroacetate salt was 

exchanged for hydrochloride salt by 3 co-evaporations with MeOH (5 mL) and 4N HC1 in 
dioxane (20 mL). After the last co-evaporation, the oil was triturated with diethyl ether 
overnight The resulting solids were filtered and dried in a vacuum oven at 50°C for 2 hr 
to afford 0.39 g (18.5% yield) of the product in the form of white solids. MS, M+H 
20 calculated for C20H28F3N3O5S: 480.1775, found: 480.1763. 



11075] Example A27. Preparation of 4-{[4-(5-butylpyridin-2-yl)piperidin-l- 
yl]sulfonyl}-N-hydroxytetrahydro-2H-pyran-4-carboxamide hydrochloride: 




[1076] Part A. To a solution of the Boc-piperidine of Example 24, Part B (8.1 g, 
23.8 mmol) in 1,4-dioxane (10 mL) was added 4M HC1 in 1,4-dioxane (10 mL). Methanol 
(5 mL) was then added, and the resulting solution was stirred at ambient temperature for 
18 hr. Additional 4M HC1 in 1,4-dioxane (10 mL) was added and the reaction was 
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complete in 15 rain. The solution was concentrated in vacuo to provide the amine in the 
form of a yellow solid. To the crude amine suspended into methylene chloride (50 mL) 
was added triethylamine (8.29 mL, 59.5 mmol). The mixture was cooled to 0°C, and 
methanesulfonyl chloride (1.75 mL, 22.6 mmol) was added. Afterward, the mixture was 

5 stirred for 48 hr at ambient temperature. The mixture was then concentrated in vacuo. 
The resulting residue was dissolved into ethyl acetate. The organic layer was washed with 
water, saturated sodium bicarbonate, and saturated NaCl; dried over sodium sulfate; and 
concentrated in vacuo. Ethyl ether was added, and the resulting white solid was collected 
by vacuum filtration to provide the desired mesylate intermediate in the form of a white 

10 solid (4.0 g, 53% yield). MS MH* for CiiH 15 BrN 2 Q2S: calc. 319, found 319. 

11077] Part B. To a solution of the mesylate of Part B (3.6 g, 1 1.3 mmol) in 
tetrahydrofiiran (30 mL) cooled to -50°C was added lithium hexamethyldisilazide (1 .0 M 
in tetrahydrofiiran, 29.3 mL, 29.3 mmol) dropwise over 20 min. After 2 hr of gradually 
warming to ambient temperature, the mixture was cooled to -50°C. Subsequently, di-tert- 

15 butyl dicarbonate (2.59 g, 1 1 .9 mmol) in 6 mL tetrahydrofiiran was added dropwise. 

Upon completion of the addition, the mixture was wanned to 0°C and then quenched by 
the addition of saturated ammonium chloride. Water was added, and the mixture was 
extracted with ethyl acetate. The organic layer was washed with water and saturated 
NaCl, and then dried over sodium sulfate. Concentration in vacuo afforded the t-butyl 

20 methylene intermediate in the form of an orange solid (7.6 g, quantitative yield). MS MH* 
for Ci6H23BrN20 4 S: calc. 419, found 419. 

[1078] Part C. To a mixture of 2-bromoethyl ether (1.70 mL, 13.6 mmol) in N, 
N-dimethylformamide (50 mL) was added potassium carbonate (9.36 g, 67.8 mmol) and 
18-crown-6 (895 mg, 3.39 mmol). The crude t-butyl intermediate from Part B (1 1.3 

25 mmol) in N,N-dimethylformamide (10 mL) was then added dropwise. The resulting 
. mixture was heated at 80°C for 96 hr. The mixture was then partitioned between ethyl 
acetate and water. The organic layer was washed with water and saturated NaCl and dried 
over sodium sulfate. Concentration in vacuo followed by trituration with ethyl ether 
afforded the t-butyl ester, alpha-tetrahydropyran intermediate in the form of a beige solid 

30 (2.56 g, 46% yield). MS MH* for CfcoItaMfeOsS: calc. 489, found 489. 

[1079] Part D. To a mixture of the t-butyl ester, alpha-tetrahydropyan of Part C 
(500 mg, 1.02 mmol) in tetrahydrofiiran (3 mL) was added a solution of potassium 
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phosphate (650 mg, 3.06 mmol) in water (2 mL), tributylborane (1M in tetrahydrofuran, 
1.53 mL, 1.53 mmol), and [l,P-bis(chphenyphosphino)fem>cene]&^ 
CH2CI2 (42 mg, 5 1 /imol) was then added. The mixture was heated to 60°C for 18 hr. 
Afterward, the mixture was filtered through Celite, rinsing with ethyl acetate. The organic 
5 mixture was washed with water and saturated NaCl, and dried over sodium sulfate. 

Chromatography (on silica, ethyl acetate/hexane) afforded the desired butyl intermediate 
as an oil (525 mg, quantitative yield). MS MH* for C24H 38 BrN20 5 S: calc. 467, found 467. 

[1080] Part E. The butyl compound of Part D (1 .02 mmol) was dissolved into 
neat trifluoroacetic acid (5 mL). After 1 hr, the mixture was concentrated in vacuo to 

10 provide the crude carboxylic acid. The acid was dissolved into N,N-dimethylformamide 
(5 mL). Afterward, 1-hydroxybenzotriazole (165 mg, 1.22 mmol), 4-methylmorpholine 
(0.56 mL, 5.1 mmol), 0-(tetrahyrdro-2iY-pyran-2-yl)hydroxylamine (179 mg, 1.53 mmol) 
and l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (274 mg, 1.43 mmol) 
were added. The mixture was stirred at ambient temperature for 1 8 hr. The mixture was 

1 5 then partitioned between ethyl acetate and water. The organic layer was washed with 
water and saturated NaCl, and dried over sodium sulfate. Chromatography (on silica, 
ethyl acetate, hexane) afforded the desired tetrahydropyanyl-protected hydroxamate 
intermediate as an oil (245 mg, 47% yield). MS MET for C25H39N3O6S: calc. 510, found 
510. 

20 [1081] Part F. The protected hydroxamate of Part E (1 84 mg, 0.36 mmol) was 

dissolved into 1,4-dioxane (3 mL). Afterward, 4M HC1 in dioxane (5 mL) was added. 
After 1 hr, the mixture was concentrated in vacuo. Addition of ethyl ether followed by 
vacuum filtration afforded the title compound in the form of a white solid (155 mg, 93% 
yield). HRMS calc. 426.2063, found 426.2069. 

25 
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[1082] Example A28. Preparation of N-hydroxy-4-({4-[5-(3,3,4,4,4- 
pentafluorobutyl)pyridm-2-yl]p^ 
carboxamide hydrochloride: 

O on HC1 

F 

3 

5 11083] Part A. To a slurry of zinc dust (45 1 mg, 6.90 mmol) in tetrahydrofuran (3 

mL) was added 1,2-dibromoethane (42 /iL, 0.49 mmol). The slurry was heated to reflux 
with a heat gun 3 times. After cooling to ambient temperature the third time, 
f trimethylsilyl chloride (70 fiL, 0.55 mmol) was added. After 20 min, l-iodo-3,3,4,4,4- 

pentafluorobutane (630 mg, 2.30 mmol) in tetrahydrofuran (2 mL) was added, and the 

10 mixture was heated to 40°C until the iodide was consumed. The resulting organozinc 
mixture was added via syringe to a mixture of the t-butyl compound from Example A27, 
Part C (750 mg, 1.53 mmol) in dimethylacetamide (2 mL). Dichlorobis(tri-o- 
tolylphosphine) palladium(IT) (78 mg, 99 /imol) was then added, and the mixture was 
heated to 80°C for 1 8 hr. Afterward, the mixture was filtered through Celite, rinsing with 

15 ethyl acetate. The organic mixture was washed with water and saturated NaCl, and dried 
over sodium sulfate. Chromatography (on silica, ethyl acetate/hexane) afforded the 
desired pentafluorobutyl intermediate as an oil (262 mg, 31% yield). MS MH* for 
| C24H33N2O5SF5: calc. 557, found 557. 

J [1084] Part B. The pentafluorobutyl of Part A (257 mg, 0.46 mmol) was 

20 dissolved into neat trifluoroacetic acid (5 mL). After 1 hr, the mixture was concentrated in 
vacuo to provide the crude carboxylic acid. The acid was dissolved into N,N- 
dimethylformamide (5 mL). Afterward, 1-hydroxybenzotriazole (74 mg, 0.55 mmol), 4- 
| methylmorpholine (0.25 mL, 2.3 mmol), 0-(tetrahyrdro-2Jy-pyran-2-yl)hydroxylainine 

(81 mg, 0.69 mmol), and l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride 
25 (123 mg, 0.64 mmol) were added. The resulting mixture was stirred at ambient 
temperature for 18 hr, and then at 60°C for 3 hr. The mixture was then partitioned 
between ethyl acetate and water. The organic layer was washed with water and saturated 
NaCl, and dried over sodium sulfate. Chromatography (on silica, ethyl acetate, hexane) 
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afforded the desired tetrahydropyanyl-protected hydroxamate intermediate as an oil (100 
mg, 36% yield). MS MH 4 " for C25H34N3O6SF5: calc. 600, found 600. 

[1085] Part C. The protected hydroxamate of Part B (100 mg, 0.17 mmol) was 
dissolved into 1,4-dioxane (2 mL). Subsequently, 4M HC1 in dioxane (3 mL) was added. 
After 1 hr, the mixture was concentrated in vacuo. Addition of ethyl ether followed by 
vacuum filtration afforded the title compound in the form of a white solid (76 mg, 81% 
yield). HRMS calc. 516.1592, found 516.1583. 

[1086] Example A29. Preparation of N-hydroxy-4-({4-[5-(4,4,4- 
trifluorobutyl)pyridin-2-yl]pip^ 
carboxamide hydrochloride: 



11087] Part A. Toamixtureof/ert-butyl4-(piperazinylsulfonyl)perhy 
pyran-4-carboxyate (10.0 g, 29.9 mmol, Carbogen) inN,N-dimethylacetamide (40 mL) 
was added 2,5-dibromopyridine (6.44 g, 27.2 mmol) and cesium carbonate (17.72 g, 54.4 
mmol). The mixture was heated to 120°C for 120 hr. The mixture was then partitioned 
between ethyl acetate and water. The organic layer was washed with water and saturated 
NaCl, and dried over sodium sulfate. Concentration in vacuo followed by trituration with 
hexane afforded the desired bromo intermediate in the form of a yellow solid (7.0 g, 53% 
yield). 

[1088] Part B. To a slurry of zinc dust (285 mg, 4.36 mmol) in tetrahydro&ran (3 
mL) was added 1,2-dibromoethane (30 jiL, 0.31 mmol). The slurry was heated to reflux 
with a heat gun 3 times. After cooling to ambient temperature the third time, 
trimethylsilyl chloride (40 /xL, 0.35 mmol) was added. After 20 min, l-iodo-4,4,4- 
trifluorobutane (346 mg, 1.45 mmol) in tetrahydrofuran (2 mL) was added, and the 
resulting mixture was heated to 40°C until the iodide was consumed. The resulting 
organozinc mixture was added via syringe to a mixture of the bromo compound from Part 
A (475 mg, 0.97 mmol) in N,N-dimethylacetamide (2 mL). [1,1'- 




CF 3 
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bis(diphenyphosphm^ (40 mg, 48 /uriol) was then 

added, and the resulting mixture was heated to 80°C for 18 hr. Afterward, the mixture was 
filtered through Celite, rinsing with ethyl acetate. The organic layer was then washed with 
water and saturated NaCl, and dried over sodium sulfate. Chromatography (on silica, 

5 ethyl acetate/hexane) afforded the desired trifluorobutyl intermediate in the form of an oil 
(300 mg, 59% yield). MS MH* for C23H34N3O5SF3: calc. 522, found 522. 

[1089] Part C. The oil of Part B (300 mg, 0.58 mmol) was dissolved into neat 
trifluoroacetic acid (2 mL). After 1 hr, the mixture was concentrated in vacuo to provide 
the crude carboxylic acid. The acid was dissolved into N,N-dimethylformamide (2 mL). 

10 Afterward, 1-hydroxybenzotriazole (93 mg, 0.69 mmol), 4-methylmorpholine (0.32 mL, 
2.9 mmol), 0-(teti^yrdro-2^pyran-2-yl)hydroxylainine (102 mg, 0.87 mmol), and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (156 mg, 0.81 mmol) were 
added. The resulting mixture was stirred at ambient temperature for 18 hr. The mixture 
was then partitioned between ethyl acetate and water. The organic layer was washed with 

1 5 water and saturated NaCl, and dried over sodium sulfate. Chromatography (on silica, 

ethyl acetate, hexane) afforded the desired protected hydroxamate intermediate in the form 
of an oil (230 mg, 70% yield). MS MH* for C23H35N4O6SF3: calc. 565, found 565. 

[1090] Part D. The protected hydroxamate of Part C (230 mg, 0.41 mmol) was 
dissolved into 1,4-dioxane (2 mL). Afterward, 4M HC1 in dioxane (3 mL) was added. 

20 After 1 hr, the mixture was concentrated in vacuo. Chromatography (on silica, 

acetonitrile/water) afforded the title compound in the form of a white solid (120 mg, 57% 
yield). HRMS calc. 480.1654, found 480.1700. 

[1091] Example A30. Preparation of N-hydroxy-4-({4-[5-(3,3,3- 
25 trifluoropropyl)pyridin-2-yl]piperidin-l-yl}sulfonyl)tetrahydro-2H-pyran-4- 
carboxamide hydrochloride: 

OOo 
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[1092] Part A. To a slurry of zinc dust (601 mg, 9.18 mmol) in tetrahydrofuran (3 
mL) was added 1,2-dibromoethane (60 /xL, 0.65 mmol). The slurry was heated to reflux 
with a heat gun 3 times. After cooling to ambient temperature the third time, 
trimethylsilyl chloride (90 jzL, 0.73 mmol) was added. After 20 min, 3-iodo-l,l,l- 

5 trifluoropropane (0.35 mL, 3.06 mmol) in tetrahydrofuran (2 mL) was added, and the 
resulting mixture was heated to 40°C until the iodide was consumed. The resulting 
organozinc mixture was added via syringe to a mixture of the t-butyl compound of 
Example A27, Part C (820 mg, 1.68 mmol) in N,N-dimethylacetamide (2 mL). 
Dichlorobis(tri-o-tolylphosphine) palladium(II) (86 mg, 110 ptmol) was then added, and 

1 0 the resulting mixture was heated to 80°C for 1 8 hr. Subsequently, the mixture was filtered 
through Celite, rinsing with ethyl acetate. The organic layer was washed with water and 
saturated NaCl, and dried over sodium sulfate. Chromatography (on silica, ethyl 
acetate/hexane) afforded the desired trifluoropropyl intermediate in the form of an oil (160 
mg, 19% yield). MS MH* for C23H33N2O5SF3: calc. 507, found 507. 

15 [1093] PartB. The trifluoropropyl compound of Part A (344 mg, 0.66 mmol) 

was dissolved into neat trifluoroacetic acid (2 mL). After 1 hr, the mixture was 
concentrated in vacuo to provide the crude carboxylic acid. The acid was dissolved into 
NJSf-dimethylformamide (2 mL). Afterward, 1-hydroxybenzotriazole (107 mg, 0.79 
mmol), 4-methylmorpholine (0.36 mL, 3.3 mmol), 0-(tetrahyrdro-2iy-pyran-2- 

20 yl)hydroxylamine (116 mg, 0.99 mmol), and l-(3-dimethylaminopropyl)-3- 

ethylcarbodiimide hydrochloride (177 mg, 0.92 mmol) were added. The resulting mixture 
was stirred at ambient temperature for 1 8 hr. The mixture was then partitioned between 
ethyl acetate and water. The organic layer was washed with water and saturated NaCl, and 
dried over sodium sulfate. Chromatography (on silica, ethyl acetate, hexane) afforded the 

25 desired protected hydroxamate intermediate as an oil (160 mg, 44% yield). MS MH* for 
C24H34N3O6SF3: calc. 550, found 550. 

[1094] PartC. The protected hydroxamate of PartB (160 mg, 0.29 mmol) was 
dissolved into 1,4-dioxane (2 mL). Afterward, 4M HC1 in dioxane (3 mL) was added. 
After 1 hr, the mixture was concentrated in vacuo. Chromatography (on silica, 

30 acetonitrile/water(0.05% HC1) afforded the title compound in the form of a white solid 
(90.3 mg, 62% yield). HRMS calc. 465.1545, found 465.1543. 

468 



BNSOOCID: <WO 03091 247A2_I_> 



WO 03/091247 



PCT/US03/13123 



[1095] Example A31. Preparation of l-cyclopropyl-N-hydroxy-4-({4-[4- 
(3,3,4,4,4-pentafluorobutyl)phenyl]pip^ 
hydrochloride: 

/? Qo 




5 [1096) Part A. A mixture of 4-(4-bromophenyl)-4-piperidinol (50 g, 195 mmol, 

Aldrich), triethylamine (59.8 mL, 429mmol), and CH 2 C1 2 (400 mL) was cooled to 0°C 
with mixing under N 2 . To this mixture was added methanesulfonyl chloride (1 6.6 mL, 
214 mmol) in CH2CI2 (100 mL) dropwise while maintaining the temperature at less than 
10°C. After the addition was complete, the ice bath was removed and the mixture was 
10 stirred for 1 hr. Additional methanesulfonyl chloride (10 mL, 129 mmol) in CH2CI2 (50 
,j mL) was added dropwise to the mixture, and the resulting mixture was stirred at ambient 

temperature under N 2 overnight. Subsequently, the mixture was added to 300 mL of 0.5 N 
HCl(aq) and 200mL of deionized water. The layers were separated, and the aqueous layer 
was back-extracted with CH 2 C1 2 (100 mL). The combined CH 2 C1 2 layers were washed 
1 5 with 300 mL each of saturated NaHC0 3 (aq) and saturated NaCl(aq). The CH 2 C1 2 layer 
was dried over MgSC>4, filtered, and concentrated in vacuo to afford the desired 
■v methylsulfonamide intermediate in the form of a solid (62 g, 95.6% yield). 

1 [10971 Part B. To the methylsulfonamide of Part A was added CH 2 C1 2 (300 mL) 

£ and triethylsilane (125 mL, 778 mmol), followed by trifluoroacetic acid (300 mL, 3.9 

20 mol). The resulting mixture was stoppered and stirred at ambient temperature for 1 hr, and 
then concentrated in vacuo to solids. These solids were mixed with MeOH (150 mL) at 
ambient temperature for 2 days in a stoppered flask. The resulting solids were filtered 
I from the slurry, and then washed with 100 mL MeOH. The washed solids were then dried 

in a vacuum oven at 50°C overnight affording 54.14 g (91.7% yield) of solids. *H NMR 
25 confirmed the structure of the desired product. 

[1098] Part C. Zinc (dust, 325 mesh, 2.06 g, 31.5mmol), 1,2-dibromoethane 
(0.243mL, 2.8mmol), and tetrahydrofuran (12.5 mL) were heated together at 65°C under 
N 2 for 5 min. The slurry was then cooled to ambient temperature with mixing under N 2 . 
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Trimethylchlorosilane (0.336mL, 2.64 mmol) was then added. The resulting mixture was 
stirred at ambient temperature for 30 min. Subsequently, l,l,l,2,2-pentafluoro-4- 
iodobutane (6.45 g, 23.5 mmol, Matrix Scientific) was added, and the resulting mixture 
was stirred at 40°C for 3 hr under N 2 . Afterward, N,N-Dimethylaceamide (35 mL), the 

5 solids from Part B (5 g, 15.7 mmol), and dicUorobis(tri-o4olylphosphine)palladium(II) 
(802 mg, 1 .02 mmol, Aldrich) were added to the mixture. The mixture was then heated at 
80°C under N2 overnight. Subsequently, the mixture was cooled to less than 30°C, and 50 
mL of saturated NEUC^aq) was added, followed by 200 mL of ethyl acetate. This 
biphasic system was filtered through a pad of Celite®, washing with deionized water (50 

1 0 mL) and ethyl acetate (50 mL). The layers were then separated, and the ethyl acetate layer 
washed with 100 mL each of saturated NaHC0 3 (aq) and saturated NaCl(aq). The ethyl 
acetate layer was dried over MgSC>4, filtered, and concentrated in vacuo to afford solids. 
These solids were then slurried in hexanes (50 mL) for 1 hr. Afterward, the solids were 
filtered, washed with hexanes (20 mL), and dried at 50°C in a vacuum oven for 2 hr to 

1 5 afford 5.58 g (92% yield) of solids. ! H NMR confirmed the structure of the desired 
product. 

[1099] Part D. Tetrahydrofuran (70 mL), the solids from Part C (6.7 g, 17.4 
mmol), and di-terf-butyl dicarbonate (4.55 g, 20.9 mmol, Aldrich) were cooled together to 
-78°C under N 2 . To the resulting mixture, a solution of lithium bis(trimethylsilyl)amide in 

20 tetrahydrofuran (1M, 46mL) was added at a rate such that the temperature remained at less 
than -70°C. This mixture was then mixed at -78°C under N 2 for 1 hr, and then at 0°C for 
20 min. Subsequently, the mixture was cooled to -40°C, and saturated NEUC^aq) (25 mL) 
was added. After the addition was complete, the mixture was wanned to ambient 
temperature, and ethyl acetate (250 mL) and deionized water (lOOmL) were added. The 

25 layers were separated, and the aqueous layer was back-extracted with ethyl acetate (100 
mL). The combined ethyl acetate layers were washed with 100 mL each of saturated 
NaHC0 3 (aq) and saturated NaCl(aq), dried over MgS0 4 , filtered, and concentrated in 
vacuo. The resulting solid/oil was co-evaporated several times with acetonitrile to afford 
solids, which, in turn, were dried in a vacuum oven at 50°C overnight to afford 8.55 g 

30 (102% yield) of solids. 

[11001 Part E. N,N-Dimethylformamide (20 mL), K 2 C0 3 (5.14 g, 37.2 mmol), 
bis-(chloroethyl)cyclopropylamine hydrochloride (1.75 g, 7.6 mmol, Gateway Chemical), 
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and 18-Crown-6 (0.49 g, 1.86 mmol) were heated to 65°C under N 2 . The solids from Part 
D (3.0 g, 6.2 mmol) was then added in 5 equal portions at a rate of one portion every 20 
min. The mixture was then stirred overnight under N 2 at 65°C. An additional 1 g of 
K 2 C0 3 (7.2 mmol) and 0.45 g of bis-(chloroethyl)cyclopropylamine hydrochloride (2.0 
5 mmol, Gateway Chemical) were subsequently added, and the mixture was again stirred 
overnight at 65°C under N 2 . Subsequently, the mixture was cooled to ambient 
temperature. Deionized water (75 mL) and ethyl acetate (200 mL) were then added. The 
layers were separated, and the aqueous layer was back-extracted with ethyl acetate (50 
mL). The combined ethyl acetate layers were washed with 100 mL each of a 1 :1 mixture 
10 of deionized water.saturated NaCl(aq) and saturated NaCl(aq), dried over MgS0 4 , filtered, 
and concentrated in vacuo to afford 4 g of solids. The solids were stirred in hexanes, 
filtered, washed with hexanes, and dried for several hours in vacuo at 50°C to afford the 
desired t-butyl intermediate in the form of tan solids (2.22 g, 60.5% yield). 

[1101] Part F. The t-butyl ester from Part E (1.76 g, 31.7 mmol) was dissolved 
1 5 in CH2CI2 (11-5 mL). To this mixture were added tirethylsilane (4.9 mL, 30.7 mmol), 
trifluoroacetic acid (11.5 mL, 149 mmol), and trifluoromethanesulfonic acid (0.380 mL, 
4.26 mmol) in that order. The resulting mixture was stoppered with a syringe needle vent 
and mixed at ambient temperature overnight. Subsequently, the mixture was concentrated 
to solids in vacuo. These solids were mixed with Et 2 0 (50 mL) for 1 hr, filtered, washed 
20 with Et 2 0, and dried in vacuo at 50°C for 1 hr to afford 2.13 g (88% yield) of the desired 
acid intermediate. 

[1102] Part G. To the acid from Part F was added N,N-dimethylformamide (1 5 
mL), 1-hydroxybenzotriazole (0.668 g, 4.95 mmol, Aldrich), and l-[3- 
dime%lamino)propyl]-3-ethylcarbodiimide hydrochloride (0.949 g, 4.95 mmol, Aldrich). 

25 The resulting mixture was stoppered and stirred for 30 min at ambient temperature. 
Afterward, 4-methylmorpholine (1.45 mL, 13.2 mmol) and 0-(tetrahydropyranyl) 
hydroxylamine (0.579 g, 4.95 mmol, Carbogen) were added. The mixture was then 
stoppered and stirred overnight at ambient temperature. Subsequently, 4- 
methylmorpholine (0.363 mL, 3.3 mmol) and 0-(tetrahydropyranyl) hydroxylamine 

30 (0.143 g, 1.22 mmol, Carbogen), 1-hydroxybenzotriazole (0.165 g, 1.22 mmol, Aldrich), 
and l-[3-dimethylamino)propyl]-3-ethylcarbodiimide hydrochloride (0.234 g, 1.22 mmol, 
Aldrich) were added. The mixture was again stoppered and stirred overnight at ambient 
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temperature. Subsequently, 200 mL of ethyl acetate, 30 mL of deionized water, and 30 
mL of saturated NaHC0 3 (aq) were added. The layers were allowed to separate. The 
aqueous was back-extracted with ethyl acetate (50 mL). The combined ethyl acetate 
layers were then washed with 75 mL each of a 1 :1 mixture of deionized watensaturated 

5 NaCl(aq) and saturated NaCl(aq). The ethyl acetate layer was dried over MgS0 4 , filtered, 
and concentrated in vacuo to afford a glass that was recrystallized from MeOH/deionized 
water to afford white solids (1 .48 g, 70.5% yield). 

[11031 Part H. The solids from Part G were dissolved in MeOH (2.5 mL). 
Afterward, 4N HCl/Dioxane (10 mL) was added. The mixture was then covered and 

10 mixed at ambient temperature for 1 hr. Subsequently, the mixture was concentrated to 
solids in vacuo. The solids were mixed with Et 2 0 (50 mL) for 1 hr, filtered, and dried in 
vacuo at 50°C overnight to afford 1.2 g of material. This material was purified by 
chromatography (onreversed-phase silica, water/acetonitrile w/ 0.05% trifluoroacetic acid 
in both). Exchanged trifluoroacetate salt for hydrochloride salt by 3 evaporations with 

15 MeOH (5 mL) and 4N HC1 in dioxane (20 mL). After the last evaporation, the solids were 
mixed with 70 mL Et 2 0. The white solids were filtered, washed with Et 2 0, and dried in 
vacuo at 50°C for 2 hr to afford 0.590 g of product (43% yield). MS, M+H calculated for 
C24H32F5N3O4S: 554.2106, found: 554.2095. 

20 [1104] Example A32* Preparation of N-hydroxy-4-({4-[4-(2^^^- 

tetrafluoropropoxy)phenyllpiperidin-l-yI}sulfonyl)tetrahydro-2H-pyran-4- 

carboxamide: 




[11051 Part A. A round bottom flask was charged with 4-fluorobenzaldehyde 
25 (Aldrich, 25 g, 202 mmol) and 2,2,3,3-tetrafluoropropanol (Aldrich, 29.2 g, 222 mmol) in 
dimethylformamide (400 ml). Potassium carbonate (Aldrich, 41.7 g, 303 mmol) was 
added, and the resulting mixture was heated to 80°C and stirred for 18 hr. The mixture 
was then diluted with water (500ml) to cause a white solid to precipitate. The solid was 
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collected by filtration, washed with water, and dried to afford the desired intermediate in 
the form of a white solid (43.2 g, 91% yield). X H NMR showed the desired compound. 

[1106] Part B. A round bottom flask was charged with the solid from Part A (41 
g, 174 mmol), ethylacetoacetate (Aldrich, 44.2 ml, 347 mmol), and piperidine (Aldrich, 
5 1 .0 g, 1 1 .7 mmol). The mixture was stirred without solvent for 3 days, resulting in a solid 
yellow mass. Ethanol (300 ml) was added, and the mixture was heated at reflux for 2 hr. 
After cooling to room temperature, precipitation occurred. The solids were filtered, 
washed with hexanes, and dried to afford a yellow solid. This solid was slowly added 
portion wise to a heated (85°C) aqueous KOH solution (26.1 g, 470 mmol in 23 ml water). 
10 After the addition, the reaction was continued for 2 hr at 85°C, turning the mixture black. 
The mixture was cooled by adding ice (100 g). The cooled mixture was then washed with 
ethyl acetate (50 ml) and separated. The aqueous was titrated to a pH of 1 using 
concentrated HC1. The product was extracted out with dichloromethane (3x-200 ml). The 
organics were combined, dried over Na 2 S0 4 , and concentrated to afford the desired di- 
1 5 carboxylic acid intermediate in the form of a yellowish white solid (26.9 g, 46% yield 
over three steps). l H NMR showed the desired compound. 

[1107] Part C. A round bottom flask was charged with the di-carboxylic acid 
from Part B (26.8 g, 79.3 mmol) and urea (7.1 g, 1 1 8.9 mmol). The mixture was heated 
to 170°C for 2 hr and then cooled to 80°C. Ethanol (40 ml) was added, and the mixture 
20 was stirred at reflux for 30 min. The mixture was then cooled to 0°C and filtered. The 
resulting solids were washed with hexanes and dried to afford the desired diketopiperdine 
intermediate in the form of a beige solid (22.3 g, 88% yield). *H NMR showed the 
desired compound. 

[1108] PartD. A round bottom flask was charged with a lithium aluminum 
25 hydride solution (208 ml, 1 .0 M), and then heated to 40-60 °C. The solid from Part C 

(22.2 g, 69.5 mmol) was added portion wise while maintaining the temperature at less than 
60°C. After the addition, the flask was equipped with a condenser and refluxed for 1.5 hr. 
The mixture was then cooled to room temperature. Water (2 ml) was carefully added, and 
the resulting mixture was slurried with sodium sulfate (100 g). The solids were removed 
30 by filtration, and the filtrate was again dried over sodium sulfate. Concentration afforded 
the desired piperidine intermediate in the form of an orange oil (17.6 g, 87% yield). l H 
NMR showed the desired compound. 
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[1109] Part E. A round bottom flask was charged with the piperidine from Part 
D (12.3 g, 42.2 mmol) and triethylamine (Aldrich, 10.1 ml, 72.5 mmol) in 
dichloromethane (100 ml). After cooling to 0°C, a solution of methylsulfonyl chloride 
(4.9 ml, 63.4 mmol in dichloromethane (10 ml)) was added dropwise. After the addition, 
5 the ice bath was removed, and the mixture stirred at room temperature for 18 hr. The 
mixture was concentrated to dryness, and the residue was combined with ethyl acetate 
(200 ml). The organic was washed with 10% HCl(aq), water, and brine; dried over 
sodium sulfate; and concentrated to afford a mix of orange and white solids. The solids 
were recrystallized from methanol, collected, washed with hexanes, and dried affording 
10 the desired intermediate (10.1 g, 65% yield). ! H NMR showed the desired compound. 

[1110] PartF. AmixtureoftheproductfromPartE(11.2g,30.3mmol)andt- 
butylcarboxlyate anhydride (Aldrich, 7.9 g, 36.4 mmol) in tetrahydrofuran (Aldrich, 60 
ml) was cooled to -75°C. A solution of lithium bis(trimethylsilyl)amide (Aldrich, 1 .0 M in 
tetrahydrofuran, 90.9 ml, 90.9 mmol) was slowly added, keeping the temperature at less 
15 than -65°C. After the addition, the mixture was warmed to 0°C and stirred 1 hr. The 
mixture was then cooled back to -75°C and quenched with a saturated solution of 
ammonium chloride (aqueous). The mixture was then warmed to room temperature and 
separated. The aqueous was extracted with ethyl acetate (twice). The organics were 
combined and washed with water (twice), washed with brine (twice), dried over Na 2 S0 4? 
20 and concentrated to afford a brown residue. The residue was slurried on diethyl ether and 
filtered to afford the desired intermediate (12.7 g 89% yield). *H NMR showed desired 
intermediate. 

[1111] Part G. The product of Part F (5.0 g, 10.6 mmol), 18-crown-6 (Aldrich, 
0.5 g, catalytic amount), potassium carbonate (Aldrich, 4.4 g, 31.8 mmol), and 

25 bis(bromoethyl)ether (Aldrich, 4.9 g, 21 .2 mmol) were slurried in N,N- 

dimethylformamide (20 ml) and stirred at 65°C for 15 hr. Afterward, the mixture was 
diluted with water (50 ml) and extracted with ethyl acetate (3 x 100 ml). The organics 
were combined and washed with water (twice), washed with brine (twice), dried over 
Na 2 S0 4 , and concentrated for a tan oil. The oil was washed with hexanes, and then dried 

30 to afford a tan oil. The tan oil was recrystallized from methanol to afford the desired 

intermediate in the form of a white solid (2.5 g, 44% yield). *H NMR and LCMS showed 
desired intermediate. 

474 



BNSDOCID: <WO 03O91247A2_l_> 



WO 03/091247 



PCT/US03/13123 



[11121 Part H. To a mixture of the product from Part G (2.5 g, 4.6 mmol) in 
dichloromethane (5 ml) was added trifluoroacetic acid (Aldrich, 5 ml). The mixture 
stirred overnight at room temperature. Subsequently, the mixture was concentrated to 
one-third volume. The residue was then dripped into stirring diethyl ether (500 ml). The 
5 resulting solid was collected, washed with diethyl ether, and dried to afford the desired 
intermediate in the form of a white solid (1.9 g, 84% yield). 'H NMR showed the desired 
compound. 

[11131 Parti. To the product of Part H (1.9 g, 3.9 mmol) in N,N- 
dimethylformamide (10 ml) was added triethylamine (Aldrich, 0.82 ml, 5.8 mmol), 

10 followed by N-hydroxybenzotriazole hydrate (Aldrich, 1.16 g, 8.6 mmol), O- (tetrahydro- 
2H-pyran-2-yl) hydroxylamine (0.91 g, 7.8 mmol), and l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (Sigma, 1.9 g, 9.8 mmol) in that order. The resulting 
mixture stirred at room temperature for 5 hr. The mixture was then diluted with water (15 
ml) and ethyl acetate (100 ml). The organic layer was separated, and the aqueous was 

15 further extracted with ethyl acetate (2x75 ml). The organics were combined and washed 
with sat. NaHC0 3 (aq) (2 x 150 ml), water (2 x 100 ml), and brine (1 x 200 ml). After 
drying over sodium sulfate, the organics were concentrated to a foamy oil and then 
crystallized from methanol to afford the desired intermediate in the form of a white solid 
(1 .7 g, 74% crude yield). ! H NMR showed the desired compound. 

20 [1114] Part J. To the product of Part I (1 .7 g, 2.9 mmol) was added methanol (1 

ml) and 4 N HC1 in dioxane (10 ml). After stirring for 2 hr, the solvent was concentrated 
to one-third volume. Diethyl ether was added was then added. The resulting solid was 
filtered, washed with diethyl ether, and dried to afford the desired product in the form of a 
white solid (1 .25 g, 87% yield). *H NMR showed the desired compound. HRMS for 

25 C20H26F4N2O6S showed M^nd = 499.1507 (M^tc = 499.1520). 
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[1115] Example A33. Preparation of 4-({4-[4-{l,l^> 
tetrafluoroethoxy)phenyl]piperidinyl}sulfonyl)perhydro-2fl-pyran-4- 

carbohydroxamic acid: 




5 11116] Part A. Preparation of terf-butyl 4-({4-hydroxy-4-[4-(l,lA2- 

tetrafluoroethoxy)phenyl]piperidinyl}sulfonyl)perhydro-2fl-pyran-4-carboxylate: 

CH O O OCF 2 CF 2 H CH 3 O O 0 

O Br 

F ^CF 2 H 

l-Bromo-4-tetrafluoroethoxybenzene (2.0 g, 7.3 mmol) was dissolved in THF (50 mL) 
and cooled to -78 °C under N 2 . Isopropylmagnesium chloride (8.8 mmol, 4.4 mL of a 2M 

1 0 solution in THF) was subsequently added. The ice bath was removed, and the mixture 
was stirred for 36-48 hr (until no starting material was detected by reverse phase HPLC). 
Afterward, the mixture was once again cooled to -78 °C, and 4-(4-oxo-piperidine-l- 
sulfonyl)-tetrahydro-pyran-4-carboxylic acid tert-butyl ester (2.5 g, 7.3 mmol, Carbogen) 
in THF (25 mL) was added. After 4 hr, water was added, and the product was extracted 

1 5 into ethyl acetate. The organic layer was washed with water and saturated NaCl before 
drying over anhydrous sodium sulfate. Filtration and evaporation of the solvent under 
reduced pressure eventually produced a solid. The solid was triturated with methanol, and 
the resulting white solid was collected by suction filtration to afford 1.4 g of the 
intermediate (35% yield). *H NMR and mass spectrometry (MH*= 542) were consistent 

20 with the desired intermediate. 
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[1117] PartB. Preparation of 4-({4-[4-(l,l,2,2- 



tetrafluoroethoxy)phenyl]piperidinyI}sulfonyl)perhydro-2jy-pyran-4-carboxylic acid: 




The product of Part A (13.3 g, 24.6 mmol) was suspended in dichloromethane (30 mL) 
5 and cooled to 0°C. Triethylsilane (8.6 g, 73.8 mmol, 1 1.8 mL) was then added, followed 
by trifluoroacetic acid (28.0 g, 246 mmol, 19 mL). As the trifluoroacetic acid was added, 
all the material gradually went into solution. The ice bath was removed, and the reaction 
was continued overnight at room temperature. Because there was still a small amount of 
dehydrated /-butyl ester remaining, additional trifluoroacetic acid (10 mL) was added, and 
10 the reaction was once again continued overnight. Afterward, no starting material 

remained (determined by HPLC). The mixture was concentrated under reduced pressure 
to afford a white solid (12.0 g, quantitative yield). Mass spectrometry (MH^ = 470.1) was 
consistent with the desired intermediate. 

[1118] Part C. Preparation of iV-perhydro-2JEr-pyran-2-yloxy[4-({4-[4-(l,l ? 2^ 
15 tetrafluoroethoxy)phenyi]piperidinyl}sulfonyl)perhydro-2fl-pyran-4- 
yl]carboxamide: 




To a mixture of the product from Part B (12.0 g, 25.6 mmol ) in N, iV^dimethylformamide 
20 (470 mL) were added i^-hydroxybenzotriazole (4.84 g, 35.8 mmol), 4-methylmorpholine 
(10.4 g, 11.3 mL, 102 mmol), l-(3-dimethylaminopropyl)--3--ethylcarbodiimide 
hydrochloride (12.5 g, 64.0 mmol), and 0-(tetrahydro-2/f-pyran-2«-yl)hydroxylamine (7.50 
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g, 70.4 mmol). The reaction was continued overnight at room temperature. Afterward, no 
starting material was detected by HPLC. The reaction mixture was diluted with ethyl 
acetate. The combined organic layer was extracted with water (3 times) and saturated 
sodium bicarbonate (3 times), washed with saturated NaCl; and dried over anhydrous 
5 sodium sulfate. Filtration and evaporation of the solvent under reduced pressure afforded 
a white solid (13.5 g). The crude material was purified by flash chromatography using 
dichloromethane with a methanol gradient (0-1%) to afford a white foam (11.7 g, 81% 
yield). *H NMR and mass spectrometry (MH+Na + = 591.1) were consistent with the 
desired intermediate. 

10 [1119) PartD. Preparation of 4-({4-[4-(l,l^^- 

tetrafluoroetho\7)phenyl]piperidinyl}sulfonyl)perhydro-2iy-pyran-4- 



carbohydroxamic acid: 




The product of Part C (1 1.6 g, 20.4 mmol) was dissolved in dioxane (70 mL), 4N HC1 in 
15 dioxane (90 mL), and methanol (9 mL). The reaction was continued at ambient 

temperature overnight. Afterward, HPLC indicated that the reaction was complete. The 
mixture was then concentrated under reduced pressure. The residue was triturated with 
diethyl ether, and the resulting white solid was collected by suction filtration and dried 
under high vacuum (9.56 g, 97% yield). l H NMR and high resolution mass spectrometry 
20 (theoretical M - H = 483.1207, actual M - H - 483.1 181) were consistent with the desired 
product. 
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[1120] Example A34. Preparation of l-cyclopropyl-N-hydrox7-4-({4-[4-(4,4,4- 
trifluorobutyl)phenyl]piperidin-l-yl}sulfonyl)piperidine^-carboxamide 
hydrochloride: 



Aldrich), triethylamine (59.8 mL, 429mmol), and CH 2 C1 2 (400 mL) was cooled to 0°C 
with mixing under N 2 . To this mixture was added methanesulfonyl chloride (16.6 mL, 
214 mmol) in CH 2 C1 2 (100 mL) dropwise while maintaining the temperature at less than 
1 0°C. After the addition was complete, the ice bath was removed and the mixture was 
10 stirred for 1 hr. Additional methanesulfonyl chloride (10 mL, 129 mmol) in CH 2 C1 2 (50 
mL) was added dropwise to the mixture. Afterward, the mixture was stirred at ambient 
temperature under N 2 overnight. The reaction mixture was then added to 300 mL 0.5 N 
HCl(aq) and 200mL deionized water. Subsequently, the layers were separated, and the 
aqueous layer was back-extracted with CH 2 C1 2 (100 mL). The combined CH 2 C1 2 layers 
15 were washed with 300 mL each of saturated NaHC0 3 (aq) and saturated NaCl(aq). The 
CH 2 C1 2 layer was dried over MgS0 4 , filtered, and concentrated in vacuo to afford the 
desired methylsulfonamide in the form of solids (62 g, 95.6% yield). 

[1122] Part B. To the methylsulfonamide in Part A was added CH 2 C1 2 (300 mL) 
and triethylsilane (125 mL, 778 mmol) to form a slurry. Trifluoroacetic acid (300 mL, 3.9 
20 mol) was then added. The resulting mixture was stoppered and stirred at ambient 

temperature for 1 hr and then concentrated in vacuo to solids. The solids were mixed with 
MeOH (1 50 mL) at ambient temperature for 2 days in a stoppered flask. Subsequently, 
the solids were filtered from the slurry and washed with 100 mL MeOH. The solids were 
then dried in a vacuum oven at 50°C overnight to afford 54.14 g (91.7% yield) of solids. 
25 ! H NMR confirmed the structure of the desired intermediate. 

[1123] Part C. Zinc (dust, 325 mesh, 2.06 g, 31 .7mmol), 1,2-dibromoethane 
(0.243mL, 2.8mmol), and tetrahydrofuran (12.5 mL) were heated together at 65°C under 
N 2 for 5 min. The resulting slurry was cooled to ambient temperature with mixing under 




[1121] Part A. A mixture of 4-(4-Bromophenyl)-4-piperidinol (50 g, 195 mmol, 
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N 2 . Trimethylchlorosilane (0.336mL, 2.64 mmol) was subsequently added. This mixture 
was then stirred at ambient temperature for 30 min. Afterward, l,l,l-trifluoro-4- 
iodobutane (5.6 g, 23.5 mmol, SynQuest) was added, and the resulting mixture was stirred 
at 40°C for 3 hr under N 2 . Subsequently, N,N-dimethylaceamide (35 mL), product from 
5 Part B (5 g, 15.7 mmol), and dicUorobis(tri-o4olylphosphine)palladium(II) (802 mg, 1.02 
mmol, Aldrich) were added. The mixture was then heated at 80°C under N 2 overnight. 
The mixture was then cooled to less than 30°C, and 25 mL saturated NKUC^aq) was 
added, followed by 200 mL ethyl acetate and 75 mL of deionized water. The biphasic 
system was filtered through a pad of Celite® washing with deionized water (25 mL) and 

10 ethyl acetate (50 mL). The layers were separated, and the ethyl acetate layer was washed 
with 100 mL each of saturated NaHCOs(aq) and saturated NaCl(aq). The ethyl acetate 
layer was dried over MgS0 4 , filtered, and concentrated in vacuo to afford solids. The 
solids were then slurried in hexanes (100 mL) for 1 hr, filtered, washed with hexanes (20 
mL), and dried at 50°C in a vacuum oven for 2 hr to afford 4.94 g (90% yield) of solids. 

15 [1124] Part D. Tetrahydrofuran (42 mL), the product from Part C (4.85 g, 13.88 

mmol), and di-fert-butyl dicarbonate (3.64 g, 16.66 mmol, Aldrich) were cooled together 
to -78°C under N 2 . To the resulting mixture, a solution of lithium bis(trimethylsilyl)amide 
in tetrahydrofuran (1M, 36mL) was added at a rate such that the temperature remained at 
less than -70°C. The resulting mixture was mixed at -78°C under N 2 for 1 hr, and then at 

20 0°C for 20 min. Subsequently, the mixture was cooled to -40°C, and saturated NH4Cl(aq) 
(25 mL) was added. After the addition was complete, the mixture was warmed to ambient 
temperature, and ethyl acetate (250 mL) and deionized water (lOOmL) were added. The 
layers were separated, and the aqueous layer was back-extracted with ethyl acetate (50 
mL). The combined ethyl acetate layers were washed with 1 00 mL each of 1 : 1 

25 NaHC0 3 (aq):deionized water, 1 : 1 saturated NaCl(aq):deionized water, and saturated 
NaCl(aq); dried over MgS0 4 ; filtered; and concentrated in vacuo to afford 6.6 g (106% 
yield) of solids. 

[1125] Part E. NJsf-Dimethylformamide (20 mL), K 2 C0 3 (5.76 g, 41 .64 mmol), 
bis-(chloroethyl)cyclopropylamine hydrochloride (1.97 g, 9.0 mmol, Gateway Chemical), 
30 and 18-Crown-6 (0.55 g, 2.1 mmol) were heated to 65°C under N 2 . The product from 
Part D (3.12 g, 6.94 mmol) was added to the mixture in 5 equal portions at a rate of one 
portion every 20 min. The resulting mixture was then stirred overnight under N 2 at 65°C 
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An additional 1.2 g of K 2 C0 3 (8.68 mmol) and 0.5 g of bis-(cMoroethyl)cyclopropylamine 
hydrochloride (2.29 mmol, Gateway Chemical) were added to the mixture. The mixture 
was again stirred overnight at 65°C under N 2 . Subsequently, the mixture was cooled to 
ambient temperature. Deionized water (100 mL) and ethyl acetate (200 mL) were then 
5 added. The layers were separated, and the aqueous layer was back-extracted with ethyl 
acetate (100 mL). The combined ethyl acetate layers were washed with 75 mL each of a 
1 : 1 mixture of deionized watensaturated NaCl(aq) and saturated NaCl(aq), dried over 
MgS04, filtered, and concentrated in vacuo to afford 3.88 g of the desired t-butyl ester 
intermediate in the form of an oil. 
10 [1126] Part F. The t-butyl ester from Part E (3.88 g, 6.94 mmol) was dissolved 

in CH2CI2 (24 mL). To this mixture were added tirethylsilane (10.4 mL, 65 mmol), 
trifluoroacetic acid (24 mL, 310 mmol), and trifluoromethanesulfonic acid (0.405 mL, 
4.55 mmol) in that order. The resulting mixture was stoppered with a syringe needle vent 
and mixed at ambient temperature overnight. Subsequently, the mixture was concentrated 
15 to solids in vacuo to afford solids. These solids were mixed with Et 2 0 (50 mL) for 1 hr, 
filtered, washed with Et 2 0, and dried in vacuo at 50°C for 1 hr to afford 3.78 g (88% 
yield) of the desired acid intermediate. 

[1127] Part G. To the acid from Part F was added N,N-dimethylformamide (25 
mL), 1-hydroxybenzotriazole (1.24 g, 9.2 mmol, Aldrich), and l-[3- 
20 dimethylamino)propyl]-3-ethylcarbodiimide hydrochloride (1 .76 g, 9.2 mmol, Aldrich). 
The resulting mixture was stooppered and stirred for 30 min at ambient temperature. 
Subsequently, 4-methylmorpholine (2.7 mL, 24.5 mmol) and 0-(tetrahydropyranyl) 
hydroxylamine (1.08 g, 9.2 mmol, Carbogen) wore added. The mixture was then 
stoppered and stirred overnight at ambient temperature. Afterward, 200 mL of ethyl 
25 acetate and 75 mL of deionized water were added to this mixture. The layers were then 
allowed to separate. The aqueous layer was back-extracted with ethyl acetate (50 mL), 
and then the combined ethyl acetate layers were washed with 75 mL each of a 1 :1 mixture 
of deionized watensaturated NaCl(aq) and saturated NaCl(aq), dried over MgS0 4 , filtered, 
and concentrated in vacuo to form an oil that was recrystallized from MeOH/deionized 
30 water to afford 1 .67 g (45% yield) of white solids. 

[1128] Part EL The solids from Part G were dissolved in MeOH (5 mL) and 
combined with 4N HCl/Dioxane (20 mL). The resulting mixture was covered and mixed 
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at ambient temperature for 2 hr. The mixture was then concentrated to solids in vacuo. 
The solids wore mixed with Et20 (75 mL) for 1 hr, filtered, and dried in vacuo at 50°C 
overnight to afford 1.35 g of product (88% yield). MS, M+H calculated for 
C24H34F3N3O4S: 518.2295, found: 518.2278. 

[11291 Example A35. Preparation of 4-{4-[5-(2,2 5 2-trifluoro-ethoxy>pentyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



(1130) Part A. Preparation of 4-[4-(5-methanesulfonyloxy-pentyl)-piperidine- 
l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



A 100 mL round-bottom flask was charged with the alcohol from Example A9, Part C 
(1.5 g, 3.58 mmol) and dichloromethane (9 mL). Diisopropylethylamine (0.93 mL, 5.4 
mmol) was then added dropwise. Afterward, the flask was immersed into an ice water 
bath, and methanesulfonyl chloride (0.333 mL, 4.3 mmol) was added dropwise while 
maintaining the temperature at less than 5 °C. The resulting mixture was stirred with 
cooling for 30 min, and then the flask was removed from the cooling bath. Upon warming 
to room temperature, the reaction mixture was partitioned between dichloromethane (50 
mL) and water (50 mL). The organic layer was separated, washed with 5% HC1 aqueous 
solution (50 mL), dried over magnesium sulfate, filtered, and concentrated in vacuo. This 
afforded 1.88 g of a yellow viscous oil product (quantitative). l H NMR (CDCI3) 5 1.15- 
1.51 (m, 9H), 1.51 (s, 9H), 1.65 (d, J = 10.4 Hz, 2H), 1.73 (p, J = 6.9 Hz, 2H), 2.10 (td, J = 
4.7, 12.6 Hz, 2H), 2.30 (d, J = 11.6 Hz, 2H), 2.91 (t, J = 12.6 Hz, 2H), 2.98 (s, 3 H), 3.30 
(t, J = 12 Hz, 2H), 3.75 (d, J = 12.4 Hz, 2H), 3.95 (dd, J = 4, 11.6 Hz, 2H), 4.19 (d, J = 6.4 
Hz, 2H); Electrospray mass spectrometry showed m/z = 498 (M+H). 
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[1131] PartB. Preparation of 4-{4-[5-(2,2,2-trifluoro-ethoxy)-pentyl]- 
piperidine-l"Sulfonyl}-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



A 15 mL glass reaction vessel was charged with a 60% NaH oil dispersion (140 mg, 3.5 
mmol and dimethylformamide (2 mL)). 2,2,3,3-tetrafluoro-l-ethanol (300 mg, 3 mmol) 
was then added dropwise over 10 min. Afterward, the vial was stirred under N 2 at room 
temperature for 10 min. A solution of the mesylate from Part A (0.5 g, 1 mmol) in 
dimethylformamide (1 mL) was then added. The reaction vessel was subsequently heated 
to 80 °C for 3 hr, and then cooled to room temperature. The resulting mixture was diluted 
with ice water (20 mL), causing a white crystalline solid to be formed. The solid was 
collected by vacuum filtration and then further dried in vacuo to afford 502 mg of a white 
crystalline solid product (77% yield). *H NMR (CDCI3) 5 1 . 1 5-1 .38 (m, 9H), 1 .52 (s, 9H), 
1.54-1.60 (m, 2H), 2.11 (td, J = 4.8, 12.6 Hz, 2H), 2.31 (d, J = 11.2 Hz, 2H), 2.91 (t, J = 
12.6 Hz, 2H), 3.30 (t, J = 12 Hz, 2H), 3.58 (d, J = 6.4 Hz, 2H), 3.74-3.82 (m, 4H), 3.96 
(dd, J = 4.2, 1 1.4 Hz, 2H); Electrospray mass spectrometry showed m/z = 502 (M+H). 

11132] PartC. Preparation of 4-{4-[5-(2 r 2,2-trifluoro-ethoxy)-pentyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid: 



A 2-dram vial equipped with a magnetic stirring bar was charged with the ester from Part 
B (386 mg, 0.77 mmol), methylene chloride (2 mL), and trifluoroacetic acid (2 mL). After 
the vial was capped, the mixture was stirred at room temperature for 2 hr. The reaction 
mixture was concentrated in vacuo, forming a white solid product (253 mg, 100% yield). 
Electrospray mass spectrometry showed m/z = 446 (M+H). 



H 3 ca 



H 3 C 




.(X^CF 3 




483 



.03091 247A2_L> 



WO 03/091247 



PCT/US03/13123 



[1133] PartD. Preparation of 4-{4-[5-(2^ > 2-trifluoro-ethoxy)-pentyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxyMc acid (tetrahydro-pyran-2- 
yloxy)-amide: 



5 A 2-dram glass vial equipped with a magnetic stirring bar was charged with the product 
from Part C (353 mg, 0.79 mmol), a 0.5 M solution of hydroxybenzotriazole in 
dimethylformamide (3.2 mL, 1.6 mmol), a 0.5 M solution of tetrahydropyanyl 
hydroxylamine in dimethylfonnamide (3.2 mL, 1.6 mmol), ethyl 3-(dimethylamino)propyl 
' carbodiimide hydrochloride (304 mg, 1.6 mmol), and triethylamine (331 uL, 2.4 mmol). 

10 The resulting mixture was stirred at room temperature for 1 8 hr, and then partitioned 

between ethyl acetate (50 mL) and water (50 mL). The organic layer was washed with 5% 
HC1 (2x5 mL) and water (5 mL), and then filtered through a pad of celite. The filtrate was 
concentrated in vacuo and purified by flash column chromatography on silica gel to afford 
a white solid product (386 mg, 89% yield). Electrospray mass spectrometry showed m/z = 

15 545 (M+H) + . 

[1134] PartE. Preparation of 4-{4-[5-(2^^-trifluoro-ethoxy)-pentyl]- 
piperidine-l-snlfonyl}-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the major 
20 product from Part D (386 mg, 0.71 mmol), 1,4-dioxane (2 mL), and methanol (2 mL). A 
4 N solution of HC1 in dioxane (0.1 mL, 0.4 mmol) was added, and the mixture was stirred 
at room temperature for 15 min. Volatiles were removed in vacuo, leaving 320 mg of a 
white crystalline solid product. *H NMR (CDCU) 5 1.13-1.38 (m, 9H), 1.58 (p, J = 6.8 
Hz, 2H), 1.67 (d, J = 11.2 Hz, 2H), 2.15-2.25 (m, 4H), 2.89 (t, J = 11.6 Hz, 2H), 3.43 (td, J 
25 = 3.2, 11.6 Hz, 2H), 3.57 (t, J = 6.4 Hz, 2H), 3.71, (d, J = 13.2 Hz, 2H), 3.77 (q, J - 8.8 
Hz, 2H), 3.93-3.97 (m, 2H); Electrospray mass spectrometry showed m/z = 461 (M+H). 
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High-resolution mass spectroscopy: calculated for C18H32F3N2O6S: 461.1928; observed: 
461.1882. 

(1135] Example A36. Preparation of 4-(4-hexyIoxy-piperidine-l-sulfonyl)- 
5 tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



10 A 10 mL Teflon pressure vessel was charged with the product of Example A5 (0.35 g, 1 .0 
mmol), iodohexane (0.44 mL, 3 mmol), tetrabutylammonium bromide (64 mg, 0.2 mmol), 
powdered KOH (0. 17 g, 3 mmol), and xylenes (5 mL). The reaction vessel was then 
sealed and placed into a microwave oven (MAR3-5, CEM corporation). The mixture was 
heated to 80 °C using 300 watts for 30 min. After cooling to room temperature, the 

1 5 mixture was diluted with methylene chloride (40 mL), filtered, and concentrated in vacuo. 
Purification by flash column chromatography afforded a white crystalline solid product 
(289 mg, 67% yield). *H NMR (CDCI3) 6 0.87 (t, J = 7 Hz, 3H), 1.22-1.35 (m, 6H), 1.51 
(s, 9H), 1.54 (m, 2H), 1.60-1.70 (m, 2H), 1.78-1.88 (m, 2H), 2.09 (td, J - 4.7, 12.8 Hz, 
2H), 2.31 (d, J = 1 1.6 Hz, 2H), 3.23 (m, 2H), 3.29 (t, J = 12.2 Hz, 2H), 3.39 (t, J = 6.6 Hz, ' 

20 2H), 3.44 (m, 1H), 3.55 (m, 2H), 3.95 (dd, J = 4.2, 1 1 .4 Hz, 2H); Electrospray mass 
spectrometry showed m/z = 434 (M+H) + . 

[1137] PartB. Preparation of 4-(4-hexyloxy-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid: 




[1136] Part A. Preparation of 4-(4-hexyloxy-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 

CH 3 O 0 O 
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A glass 15 mL test tube equipped with a magnetic stirring bar was charged with the 
product from Part A (247 mg, 0.57 mmol), methylene chloride (2 mL), and trifluoroacetic 
acid (2 mL). The vessel was then sealed, and the mixture was stirred at room temperature 
for 3 hr. Afterward, the mixture was concentrated in vacuo, and the residue was triturated 

5 with an ethyl acetate/hexane mixture (1:1,5 mL). The resulting solid was collected by 
vacuum filtration, washed with ethyl acetate/hexane (1:1,2 mL), and dried in vacuo to 
afford the carboxylic acid product (216 mg, 100% yield). Electrospray mass spectrometry 
showed m/z = 378 (M+H) + . 

[1138] PartC. Preparation of 4-(4-Hexyloxy-piperidine-l-sulfonyl)- 

10 tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yloxy>amide: 




A glass 1 5 mL test tube equipped with a magnetic stirring bar was charged with the 
product from Part B (165 mg, 0.44 mmol). Next, the following were added sequentially: 
0.5 M hydroxybenzotriazole in dimethylformamide (1.7 mL, 0.85 mmol), 0.5 M 
1 5 tetrahydropyanyl hy<froxylamine in dimethylformamide (1 .7 mL, 0.85 mmol), 

triethylamine (0.24 mL, 1.7 mmol), and ethyl 3-(<mnemylamino)propyl carbodiimide 
hydrochloride (167 mg, 0.87 mmol). The resulting mixture was placed under N 2 and 
stirred at room temperature for 14 hr. The mixture was then partitioned between ethyl 
acetate (25 mL) and water (25 mL). The organic layer was washed with 5% HC1 (25 mL) 
20 and water (25 mL), filtered through celite, and concentrated in vacuo. Flash column 
chromatography on silica gel afforded a white solid product (177 mg, 85% yield). 
Electrospray mass spectrometry showed m/z = 477 (M+H) + . 

[11391 PartD. Preparation of 4-(4-hexyloxy-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




A 2-dram glass vial equipped with a magnetic stirring bar was charged with the major 
product from Part C (177 mg, 0.34 mmol), 1,4-dioxane (1 mL), and methanol (1 mL). A 
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4 N solution of HC1 in dioxane (0.1 mL, 0.4 mmol) was then added, and the resulting 
mixture stirred at room temperature for 2.5 hr. Volatiles were removed in vacuo, leaving 
1 39 mg of a white crystalline solid product. ] H NMR (DMSO-d6) 5 0.85 (t, J = 6.6 Hz, 
3H), 1.20-1.35 (m, 6H), 1.35-1.52 (m, 4H), 1.70-1.95 (m, 4H), 2.32 (d, J = 12.9 Hz, 2H), 
5 3.00-3.10 (m, 2H), 3.17 (t, J = 11.7 Hz, 2H), 3.25-3.45 (m, 5H), 3.75-3.87 (m, 2H), 9.15 
(s, 1H), 10.95 (s, 1H); Electrospray mass spectrometry showed m/z = 393 (M+H). High- 
resolution mass spectroscopy: calculated for C17H33N2O6S: 393.2054; observed: 
393.2038. 

[1140] Similar manipulations of the alcohol from Example AS using other alkyl 
10 halide components ("R-X") were used to prepare the compounds in Table 6 corresponding 
in structure to the following formula: 



Table 6 



Example 


Alkyl Halide 
(R-X) 


R 


calc. 
mass 


obs. 
mass 


Example A36A 






379.1897 


379.1929 


Example A36B 






421.2367 


421.2355 


Example A36C 






419.2210 


419.2231 


Example A36D 


/v. /v. CH 3 
Br y 

CH 3 


CH 3 


393.2054 


393.2031 
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Example A36E 


CH 3 

>V ^ CH 3 

Br 

CH 3 


< CH 3 
v^X^ CH 3 

CH 3 


393.2054 


393.2055 


Example A36F 


>v >v .CH 3 
Br >p 

CH 3 


CH 3 


421.2367 


421.2359 


Example A36G 






427.1897 


427.1895 


Example A36H 


.0. ^CH 3 




409.2003 


409.2052 



[1141] Following the procedure described in Part A above, the compounds in 
Table 7 were obtained by the reaction of the alcohol from Example A7 with different 
alkyl halide components ("R-X") and subsequent transformations as described in Parts B, 
5 C and D above: 




Table 7 



Example 


R-X 


R 


calc. mass 


obs. mass 


Example A36I 






407.2210 


407.2226 
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Example A36J 




461.1928 



461.1906 



[1142) Example A37. Preparation of 4-{4-[5-(3,3,3-Triflnoro-propoxy)- 
pentyl]-piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



5 As described in Example A35, Part B, reaction of the mesylate from Example A35, Part 
A (0.5 g, 1 mmol) with 3,3,3-trifluoroethanol (342 mg, 3 mmol) and subsequent 
transformation of the t-butyl ester into the hydroxamic acid as described in Example A35, 
Parts C, D and E afforded 313 mg of a white crystalline solid. *H NMR (CDC1 3 ) 51.13- 
1.38 (m, 9H), 1.54 (p, J = 6.9 Hz, 2H), 1.67 (d, J = 11.2 Hz, 2H), 2.15-2.26 (m, 4H), 2.31- 

10 2.43 (m, 2H), 2.88 (t, J = 11.6 Hz, 2H), 3.87-3.47 (m, 4H), 3.60 (t, J = 6.6 Hz, 2H), 3.71, 
(d, J = 12.8 Hz, 2H), 3.93-3.97 (m, 2H); Electrospray mass spectrometry showed m/z = 
475 (M+H). High-resolution mass spectroscopy: calculated for C19H34F3N2O6S: 
475.2084; observed: 475.2110. 

15 [1143] Example A38. Preparation of 4-[4-(5-ethoxy-penryl)-piperidine-l- 

sulfony!]-tetranydro-pyran-4-carboxylic acid hydroxyamide: 



[1144] Part A. Preparation of 4-[4-(5-ethoxy-pentyl)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



A 10 mL round-bottom flask was charged with the alcohol from Example A9, Part C 
(0.25 g, 0.6 mmol) and tetrahydrofuran (2 mL). A 1.0 M solution of potassium t-butoxide 
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in tetrahydrofiiran (0.9 mL, 0.9 mmol) was then added dropwise. The resulting mixture 
was stirred for 10 min at room temperature, and then iodoethane (95 ug, 1.2 mmol) was 
added. This produced a white precipitate. The mixture was stirred at room temperature 
for 1 6 hr, and then quenched by the addition of water (1 mL). Afterward, the mixture was 
partitioned between ethyl acetate (25 mL) and water (25 mL). The organic layer was 
washed with brine (25 mL), dried over magnesium sulfate, filtered, and concentrated in 
vacuo. Flash column chromatography (10-20% ethyl acetate/hexane) afforded a white 
solid product (1 19 mg, 44% yield). *H NMR (CDC1 3 ) 5 1.18 (t, J = 7Hz,3H), 1.22-1.35 
(m, 9H), 1.51 (s, 9H), 1.54-1.58 (m, 2H), 1.66 (d, J = 10.4 Hz, 2H), 2.10 (td, J = 4.5, 12.6 
Hz, 2H), 2.31 (d, J = 12.4 Hz, 2H), 2.91 (t, J = 11.6 Hz, 2H), 3.30 (t, J = 11.6 Hz, 2H), 
3.38 (t, J = 6.6 Hz, 2H), 3.44 (q, J = 6.8 Hz, 2H), 3.75 (d, J = 1 1 .6 Hz, 2H), 3.95 (dd, J - 4, 
1 1.6 Hz, 2H); Electrospray mass spectrometry showed m/z = 448 (M+H). 

[1145] PartB. Preparation of 4-[4-(5-ethoxy-pentyl)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylic acid: 



A 2 -dram vial equipped with a magnetic stirring bar was charged with the ester from Part 
A (119 mg, 0.27 mmol), methylene chloride (1 mL), and trifluoroacetic acid (1 mL). 
After the vial was capped, the mixture was stirred at room temperature for 2 hr. The 
mixture was then concentrated in vacuo, affording a white solid product (104 mg, 100% 
yield). Electrospray mass spectrometry showed m/z = 392 (M+H). 

[1146] PartC. Preparation of 4-[4-(5-ethoxy-pentyl)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yloxy)-amide: 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the product 
from Part B (104 mg, 0.26 mmol), a 0.5 M solution of hydroxybenzotriazole in 
dimethylformamide (1.1 mL, 0.55 mmol), a 0.5 M solution of tetrahydropyanyl 
hydroxylamine in dimethylformamide (1.1 mL, 0.55 mmol), ethyl 3- 




o 



O^CH 3 
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(dimethylamino)propyl carbodiimide hydrochloride (101 mg, 0.53 mmol), and 
triethylamine (110 uL, 0.79 mmol). The resulting mixture was stirred at room temperature 
for 1 8 hr, and then partitioned between ethyl acetate (5 mL) and water (5 mL). The 
organic layer was washed with 5% HC1 (2x5 mL) and water (5 mL), and then filtered 
5 through a pad of celite. Afterward, the filtrate was concentrated in vacuo and purified by 
flash column chromatography on silica gel to afford a white solid product (109 mg, 84% 
yield). Electrospray mass spectrometry showed m/z = 491 (M+H) + . 



A 2-dram glass vial equipped with a magnetic stirring bar was charged with the major 
product from Part C (386 mg, 0.71 mmol), 1,4-dioxane (1 mL), and methanol (1 mL). A 
4 N solution of HC1 in dioxane (0.1 mL, 0.4 mmol) was then added, and the resulting 
mixture stirred at room temperature for 15 min. Volatiles were removed in vacuo, leaving 
15 320 mgofa white crystalline solid. 'HNMRCGDCb) 5 U8(t, J = 7Hz,3H), 1.19-1.38 
(m, 9H), 1.58 (p, J = 6.7 Hz, 2H), 1.67 (d, J = 11.2 Hz, 2H), 2.15-2.26 (m, 4H), 2.88 (t, J = 
1 1.6 Hz, 2H), 3.36-3.48 (m, 6H), 3.71, (d, J = 12.8 Hz, 2H), 3.93-3.97 (m, 2H); 
Electrospray mass spectrometry showed m/z = 407 (M+H). High-resolution mass 
spectroscopy: calculated for C18H35N2O6S: 407.2210; observed: 407.2176. 



[l 147] Part D. Preparation of 4-[4~(5-ethoxy-pentyl)-piperidine-l-su!fonyl]- 
tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




20 



[1148] Example A39. Preparation of 4-[4-(4-propoxy-butyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 
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[11491 Part A. Preparation of 4-[4-(4-propoxy-butyl)-piperidine-l-sulfonyll- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 




. o /^CH 3 

t 

The alcohol of Example A12 (0.50 g, 1.23 mmol), tetrabutylammonium bromide (79 mg, 
5 0.246 mmol), and KOH (207 mg, 3.69 mmol) were slurried in xylene (5 mL), Afterward, 
1-iodopropane (0.36 mL, 3.69 mmol) was added, and the resulting mixture was stirred in a 
sealed vial at 80°C over the weekend. Subsequently, the mixture was filtered through 
celite, and concentrated under N 2 - Chromatography (on silica, ethyl acetate/hexanes) 
afforded the ether in the form of a colorless oil (389.6 mg, 70.7% yield). NMR(CDC1 3 ) 5 
10 0.90 (t, 3H), 1.14-1.44 (m, 7H), 1.47-1.63 (m, 13H), 1.64-1.72 (m, 2H), 2.10 (dt, 2H), 2.32 
(d, 2H), 2.90 (t, 2H), 3.26-3.41 (m, 6H), 3.75 (d, 2H), 3.95 (dd, 2H). ESMS rn/z = 448.44 
(M+H) + . 

[1150] PartB. Preparation of 4-[4-(4-propoxy-butyl)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylic acid: 

ho-S< s y 




15 

The ester of Part A (389.6 mg, 0.87 mmol) was hydrolyzed in 1:1 trifluoroacetic 
acid:methylene chloride (6 mL) at room temperature overnight. The resulting mixture was 
concentrated under N 2 and triturated with ethyl acetate/hexane to afford the carboxylic 
acid in the form of a solid (321.9 mg, 94.5% yield). This.material was used in the next step 
20 without further purification. 

(11511 PartC. Preparation of 4-[4-(4-propoxy-butyl)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yloxy)-amide: 

To a mixture of the crude acid from Part B (321.9 mg, 0.82 mmol), 1- 
25 hydrozybenzotriazole hydrate (1 66 mg, 1 .23 mmol), THP-ONH 2 (135 mg, 1 . 1 5 mmol), 
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and triethylamine (0.34 mL, 2.5 mmol) in dimethylfonnamide (5.0 mL) was added l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (220 mg, 1.15 mmol). After 
heating to 40°C, the acid slowly went into solution. The mixture was then stirred at 40- 
45°C overnight. Subsequently, the mixture was concentrated; combined with ethyl acetate 

5 (5 mL); and extracted with IN HC1 (5 mL), water (5 mL) and brine (5 mL). The resulting 
material was filtered through a 3 mL Chem-Elut tube and concentrated. Chromatography 
(on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in the form of a 
colorless oil (271.4 mg, 67.5% yield). NMR(CDC1 3 ) 5 0.90 (t, 3H), 1.12-1.28 (m, 4H), 
1.28-1.42 (m, 2H), 1.47-1.64 (m, 8H), 1.67 (d, 2H), L75-1.88 (m, 2H), 2.13-2.26 (m, 4H), 

10 2.90 (t, 2H), 3.31-3.40 (m, 4H), 3.48 (dq, 2H), 3.58-3.66 (m, 2H), 3.73-3.83 (m, 2H), 3.89- 
3.99 (m, 3H), 4.97 (s, 1H), 9.19 (s, 1H). ESMS m/z = 508.48 (M+NRO*. 

[1152J PartD. Preparation of 4-[4-(4-propoxy-butyl)-piperidine-l-suIfonyI]- 
tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



15 To the THP-protected hydroxamate from Part C (271.4 mg, 0.55 mmol) in methanol (1 .0 
mL) and 1,4-dioxane (1.0 mL) was added 4M HC1 in 1,4-dioxane (200 /iL). After stirring 
for 1 hr, the mixture was concentrated under N 2 and triturated with ethyl acetate/hexane to 
afford an off-white amorphous solid (197.8 mg, 88.0% yield). NMR (DMSO) 5 0.83 (t, 
3H), 0.95-1.07 (m, 2H), 1.13-1.21 (m, 2H), 1.21-1.35 (m, 3H), 1.38-1.52 (m, 4H), 1.59 (d, 

20 2H), 1.84 (dt, 2H), 2.30 (d, 2H), 2.85 (t, 2H), 3.14 (d, 2H), 3.23-3.33 (m, 4H), 3.55 (d, 
2H), 3.80 (d, 2H), 9.13 (s, 1H), 10.94 (s, 1H). ESMS m/z = 407.2 (M+H) + . HRMS calcd. 
for C18H35N2O6S H: 407.2210 (M+H) + . Found: 407.2210. 



25 piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




11153] Example A40. Preparation of 4-{4-[4-(4,4,4-trifluoro-butoxy)-butyl]- 
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[1154] Part A. Preparation of 4-{4-[4-{4,4,4-trifluoro-butoxy)-butyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



CH 3 O o^p 




o 

The alcohol of Example A12 (0.50 g, 1.23 mmol), tetrabutylammonium bromide (79 mg, 
5 0.246 mmol), and KOH (207 mg, 3.69 mmol) were slurried in xylene (5 mL). Afterward, 
4,4,44rifluoromethyl~l-iodobutane (0.88 g, 3.69 mmol) was added, and the resulting 
mixture was stirred in a sealed vial at 80°C over the weekend. Subsequently, the mixture 
was filtered through celite and concentrated under N 2 . Chromatography (on silica, ethyl 
acetate/hexanes) afforded the ether in the form of a colorless oil (296.4 mg, 46.7% yield). 
10 NMR(CDC1 3 ) 5 1.25-1.42 (m, 7H), 1.52 (s, 9H), 1.55 (d, 2H), 1.67 (d, 2H), 1.75-1.84 (m, 
2H), 2.06-2.24 (m, 4H), 2.32 (d, 2H), 2.92 (t, 2H), 3.40 (t, 2H), 3.38 (t, 2H), 3.43 (t, 2H), 
3.72-3.82 (m, 2H), 3.95 (dd, 2H). BSMS m/z = 5 16.44 (M+H) + . 

[1155] PartB. Preparation of 4-{4-[4-(4,4,4-trifluoro-butoxy)-butyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid: 

HcA<Sr 




U — ^"0' ^ ^CF 3 

15 or 3 

The ester of Part A (290.1 mg, 0.56 mmol) was hydrolyzed in 1:1 trifluoroacetic 
acid:methylene chloride (6 mL) at room temperature overnight. The resulting mixture was 
concentrated under N 2 , and triturated with ethyl acetate/hexane to afford the desired acid 
in the form of a solid (25 1 .5 mg, 97.7% yield). This material was used in the next step 

20 without further purification. 

[1156] PartC. Preparation of 4-{4-[4-(4,4,4-tri£luoro-butoxy>-butyl]- 
piperidine-l-suIfonyl}-tetrahydro-pyran-4-carboxylicacid(tetrahydro-pyran-2- 

yloxy)-amide: 
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To a mixture of the crude acid from Part B (251.2 mg, 0.55 mmol), 1- 
hydrozybenzotriazole hydrate (1 1 1 mg, 0.822 mmol), THP-ONH 2 (90 mg, 0.77 mmol), 
and triethylamine (0.23 mL, 1.6 mmol) in dimethylformamide (3.0 mL) was added l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (146 mg, 0.76 mmol). The 

5 resulting mixture was stirred at 40-45°C overnight. Subsequently, the mixture was 
concentrated; combined with ethyl acetate (5 mL); and extracted with IN HC1 (5 mL), 
water (5 mL), and brine (5 mL). The resulting material was dried by filtering through a 3 
mL Chem-Elut tube and concentrated. Chromatography (on silica, ethyl acetate/hexanes) 
afforded the protected hydroxamate in the form of a colorless oil (255.3 mg, 83.5% yield). 

10 NMR (CDC1 3 ) S 1.12-1.42 (m, 7H), 1.47-1.73 (m, 8H), 1.75-1.89 (m, 5H), 2.09-2.26 (m, 
6H), 2.90 (t, 2H), 3,37 (t, 2H), 3.40-3.54 (m, 4H), 3.59-3.66 (m, 1H), 3.73-3.82 (m, 2H), 
3.89-3.99 (m, 3H), 4.97 (s, 1H), 9.19 (s, 1H). ESMS m/z - 576.51 (M+NIL)*. 

[1157] PartD. Preparation of 4-{4-[4-(4,4,4-trifIuoro-butoxy)-butyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylicacidhydroxyamide: 



15 




To the THP-protected hydroxamate from Part C (255.3 mg, 0.46 mmol) in methanol (1 .0 
mL) and 1,4-dioxane (1.0 mL) was added 4M HC1 in 1,4-dioxane (200 fil). After stirring 
for 1 hr, the mixture was concentrated under N 2 , and triturated with ethyl acetate/hexane to 
afford an off-white amorphous solid (203.4 mg, 93.8% yield). NMR (DMSO) 8 0.94-1.07 
20 (m, 2H), 1.13-1.35 (m, 5H), 1.39-1.48 (m, 2H), 1.55-1.70 (m, 4H), 1.84 (dt, 2H), 2.16-2.35 
(m, 4H), 2.85 (t, 2H), 3.14 (t, 2H), 3.26-3.39 (m, 4H), 3.55 (d, 2H), 3.80 (dd, 2H), 9.22 
(bs, 1H), 10.94 (s, 1H). ESMS m/z = 475.2 (M+H) + . HRMS calcd. for C19H34F3N2O6S H: 
475.2084 (M+H) + . Found: 475.2102. 

25 11158] Example A41. Preparation of 4-(4-hexyloxvmethyl-piperidine-l- 

sulfonyl)-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 
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11159] Part A. Preparation of 4^4-hexyloxymethyl-piperidine-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



The alcohol of Example A2 (0.30 g, 0.826 mmol), tetrabutylammonium bromide (53 mg, 
5 0.165mmol), and KOH (139 mg, 2.48 mmol) were slurried in xylene (3.3 mL). Next, 1- 
iodohexane (0.37 mL, 2.48 mmol) was added, and the resulting mixture was stirred in a 
sealed vial at 80°C for 6 hr. The mixture was then filtered through celite and concentrated 
under N2. Chromatography (on silica, ethyl acetate/hexanes) afforded the ether in the 
form of a colorless oil (261.1 mg, 70.6% yield). NMR(CDC1 3 ) 8 0.86 (t, 3H), 1.20-1.34 
10 (m, 8H), 1.47-1.56 (m, 2H), 1.52 (s, 9H), 1.67-1.78 (m, 3H), 2.12 (dt, 2H), 2.32 (d, 2H), 
2.93 (t, 2H), 3.23 (d, 2H), 3.40 (t, 2H), 3.47 (t, 2H), 3.79 (d, 2H), 3.95 (dd, 2H). ESMS 
m / z = 448.43 (M+H) + . 

[1160] PartB. Preparation of 4-(4-hexyloxymethyl-piperidme-l-sulfonyl)- 

tetrahydro-pyran-4-carboxylic acid: 



The ester of Part A (520.2 mg, 1.16 mmol) was hydrolyzed in 1:1 trifluoroacetic 
acid:methylene chloride (6 mL) at room temperature overnight. Afterward, the mixture 
was concentrated under N 2 , and triturated with ethyl acetate/hexane to afford the desired 
acid in the form of a solid (424.9 mg, 93.6% yield). This material was used without further 
20 purification. 

11161] PartC. Preparation of 4-(4-hexyIoxymethyl-piperidine-l-sulfonyI>- 
tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-y!oxy)-amide: 



To a mixture of the crude acid from Part B (424.9 mg, 1.09 mmol), 1- 
25 hydrozybenzotriazole hydrate (220 mg, 1.63 mmol), THP-ONH 2 (178 mg, 1.52 mmol), 
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and triethylamine (0.45 mL, 3.23 mmol) in dimethylformamide (5.0 mL) was added l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (290 mg, 1.52 mmol). After 
heating at 40°C, the acid slowly went into solution. The mixture was then stirred at 40- 
45°C overnight. ' Subsequently, the mixture was concentrated; combined with ethyl acetate 

5 (5 mL); and extracted with IN HC1 (5 mL), water (5 mL), and brine (5 mL). The resulting 
material was dried by filtering through 3 mL Chem-Elut tube and concentrated. 
Chromatography (on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in 
the form of a colorless oil (464.3 mg, 86.8% yield). NMR(CDC1 3 ) 5 0.86 (t, 3H), 1.17-1.35 
(m, 8H), 1.47-1.89 (m, 10H), 2.13-2.27 (m, 4H), 2.93 (t, 2H), 3.23 (d, 2H), 3.36 (t, 2H), 

10 3.48 (dq, 2H), 3.58-3.66 (m, 1H), 3.76-3.85 (m, 2H), 3.89-3.99 (m, 3H), 4.97 (s, 1H), 9.19 
(s, 1H). ESMS m/z = 508.47 (M+NHU)*. 

[1162] PartD. Preparation of 4-(4-hexyloxymethyl-piperidme-l-sulfonyl)- 
tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



15 To the THP-protected hydroxamate from Part C (464.3 mg, 0.95 mmol) in methanol (1 .0 
mL) and 1,4-dioxane (1.0 mL) was added 4M HC1 in 1,4-dioxane (200 fiL). After stirring 
for 1 hr, the mixture concentrated under N 2 , and triturated with ethyl acetate/hexane to 
afford an off-white amorphous solid (377.6 mg, 98.2% yield). NMR (DMSO) 5 0.83 (t, 
3H), 1.01-1.14 (m, 2H), 1.17-1.30 (m, 6H), 1.39-1.48 (m, 2H), 1.56-1.67 (m, 3H), 1.87 (dt, 

20 2H), 2.30 (d, 2H), 2.86 (t, 2H), 3.08 3.19(m, 4H), 3.25-3.34 (m, 2H), 3.57 (d, 2H), 3.82 
(dd, 2H), 9.15 (s, 1H), 10.94 (s, 1H). ESMS m/z = 407.2 (M+H) + . HRMS calcd. for 
CigHssNzOeS H: 407.2210 (M+H) + . Found: 407.2189. 



25 piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




[1163] Example A42. Preparation of 4-l4-(4,4,4-trifluoro-butoxymethyl)- 
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[1164] Part A. Preparation of 4-[4-(4 5 4,4-trifluoro-butoxymethyl>piperidine- 
l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



The alcohol of Example A2 (0.50 g, 1.38 mmol), tetrabutylammonium bromide (89 mg, 
0.0.276 mmol), and KOH (232 mg, 4.14 mmol) were slurried in xylene (5.5 mL). 
Afterward, l,l,l-trifluoro-4-iodobutane (0.98 g, 4.14 mmol) was added, and the resulting 
mixture was stirred in a sealed vial at 80°C over the weekend. Subsequently, the mixture 
was filtered through celite and concentrated under N 2 . Chromatography (on silica, ethyl 
acetate/hexanes) afforded the ether in the form of a colorless oil (430.5 mg, 65.8% yield). 
NMR (CDCI3) 5 1.22-1.36 (m, 2H), 1.51 (s, 9H), 1.66-1.74 (m, 5H), 2.06-2.22 (m, 4H), 
2.32 (d, 2H), 2.94 (t, 2H), 3.24 (d, 2H), 3.40 (t, 2H), 3.43 (t, 2H), 3.79 (d, 2H), 3.96 (dd, 
2H). ESMS;w/z = 491.42 (M+NH4) + . 

[1165] PartB. Preparation of 4-[4-(4,4,4-trifluoro-butoxymethyl)-piperidiDe- 
l-su!fonyl]-tetrahydro-pyran-4-carboxyKc acid: 



The ester of Part A (429.5 mg, 0.91 mmol) was hydrolyzed in 1:1 trifluoroacetic 
acid:methylene chloride (6 mL) at room temperature overnight. The mixture was then 
concentrated under N 2 , and triturated with ethyl acetate/hexane to afford the desired acid 
in the form of a solid (334.2 mg, 88.0% yield). This material was used in the next step 
without further purification. 

[1166] PartC. Preparation of 4-[4-(4,4,4-trifluoro-butoxymethyl)-piperidine- 
l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yloxy>amide: 



To a mixture of the crude acid from Part B (334.2 mg, 0.80 mmol), 1- 
hydrozybenzotriazole hydrate (162 mg, 1.2 mmol), THP-ONH 2 (131 mg, 1.12 mmol), and 
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triethylamine (0.33 mL, 2.37 mmol) in dimethylformamide (5.0 mL) was added l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (214 mg, 1.12 mmol). After 
heating at 40°C, the acid slowly went into solution. The mixture was then stirred at 40- 
45°C overnight. Subsequently, the mixture was concentrated; combined with ethyl acetate 

5 (5 mL); and extracted with IN HC1 (5 mL), water (5 mL), and brine (5 mL). The resulting 
material was dried by filtering through 3 mL Chem-Elut tube and concentrated. 
Chromatography (on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in 
the form of a colorless oil (356.6 mg, 86.3% yield). NMR(CDC1 3 ) 3 1.19-1.24 (m, 2H), 
1.54-1.89 (m, 10H), 2.07-2.38 (m, 6H), 2.93 (t, 2H), 3.23 (d, 2H), 3.43 (t, 2H), 3.48 (dq, 

10 2H), 3.58-3.66 (m, 1H), 3.76-3.85 (m, 2H), 3.89-3.99 (m, 3H), 4.97 (s, 1H), 9.19 (s, 1H). 
ESMS m/z = 534.42 (M+NH4) + . 

[1167] PartD. Preparation of 4-[4-(4,4,4-trifluoro-butoxymethyl)-piperidine- 
l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




15 To the THP-protected hydroxamate from Part C (356.6 mg, 0.69 mmol) in methanol (1 .0 
mL) and 1,4-dioxane (1.0 mL) was added 4M HC1 in 1,4-dioxane (200 ^L). After stirring 
for 1 hr, the mixture was concentrated under N 2 , and triturated with ethyl acetate/hexane to 
afford an off-white amorphous solid (269.8 mg, 90.4% yield). NMR (DMSO) 1.00-1.15 
(m, 2H), 1.56-1.72 (m, 5H), 1.84 (dt, 2H), 2.16-2.35 (m, 4H), 2.86 (t, 2H), 3.15 (t, 2H), 

20 3.19(d, 2H), 3.37 (t, 2H), 3.56 (d, 2H), 3.81 (dd, 2H), 9.15 (s, 1H), 10.94 (s, 1H). ESMS 
m/z = 433.2 (M+H) + . HRMS calcd. for C16H28F3N2O6S: 433.1615 (M+H) + . Found: 
433.1617. 

[1168] Example A43. Preparation of 4-[4-(6,6,6-Trifluoro-hexyI)-piperidine- 
25 l-sulfonyI]-tetrahydro-pyran-4-carboxyIic acid hydroxyamide: 
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[1169] Part A. Preparation of 4-[4-(6,6,6-trffluoro-hex-2-enyl)-piperidioe-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-botyl ester: 



To the phospbihe from Example A10 (800 mg, 1 .6 mmol) in anhydrous tetrahydrofuran 
5 (6.6 mL) at 0°C was added 1M LiN(TMS) (1 .7 mL, 1 .7 mmol) dropwise while 
mamtaining the temperature at less than 5°C. Upon completion of the addition, the 
mixture was stirred at 0°C for 15 min. The aldehyde from Example A6 (500 mg, 1.33 
mmol) in anhydrous tetrahydrofuran (2.7 mL) was then added dropwise while mamtaining 
the temperature at less than 4°C. Afterward, the mixture was allowed to warm to room 
10 temperature overnight. The mixture was subsequently poured into stirring ether (75 mL) 
and filtered. The filtrate was washed with IN HC1 (3 x 75 mL), saturated sodium 
bicarbonate (3 x 75 mL), and brine (100 mL); dried over MgS0 2 ; and concentrated to 
crude oil. Chromatography (on silica, ethyl acetate/hexanes) afforded the alkene in the 
form of a clear yellow oil (377.1 mg, 60.4% yield). NMR(CDC1 3 ) 6 1.5 (q, 2H), 1.36-1.58 
15 (m, 10H), 1 .67 (d, 2H), 1 .93-2.18 (m, 6H), 2.22-2.36 (m, 4H), 2.93 (t, 2H), 3.30 (t, 2H), 
3.79 (d, 2H), 3.96 (dd, 2H), 5.34-5.48 (m, 2H). ESMS iw/z - 470.39 (M+H) + . 

[11701 PartB. Preparation of 4-[4-(6,6,6-trifluoro-hexyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



20 The alkene from Part A (388 mg, 0.826 mmol) was combined with tetrahydrofuran (10 
mL). Afterward, 10% Pd/C (0.20 g) was added. The resulting mixture was agitated on a 
Parr shaker at 40 psi overnight. Afterward, the mixture was filtered through celite and 
concentrated, providing the alkane in the form of a colorless solid (368.6 mg, 94.7% 
yield). NMR(CDC1 3 ) 6 1.17-1.39 (m, 9H), 1.48-1.58 (m, 11H), 1.66 (d, 2H), 1.97-2.16 

25 (m, 4H), 2.32 (d, 2H), 2.91 (t, 2H), 3.30 (dt, 2H), 3.76 (d, 2H), 3.96 (dd, 2H). ESMS m/z 
= 416.33 (M+H) + . 
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[1171] PartC. Preparation of 4-[4-(6,6,6-trifluoro-hexyl)-piperidine-l- 
sulfonyI]-tetrahydro-pyran-4-carboxylic acid: 




The ester of Part B (368,6 rag, 0.78 mmol) was hydrolyzed in 1:1 trifluoroacetic 
5 acidimethylene chloride (6 mL) at room temperature overnight. The mixture was then 
concentrated under N 2 , and triturated with ethyl acetate/hexane to afford the desired acid 
in the form of a solid (303.9 mg, 93.8% yield). This material was used in the next step 
without further purification. 



1 0 sulfonyl]-tetr ahydro-py ran-4-carboxylic acid (tetrahydro-pyran-2-yloxy)-amide: 



To a mixture of the crude acid from Part C (303.9 mg, 0.73 mmol), 1- 
hydrozybenzotriazole hydrate (148 mg, 1.10 mmol), THP-ONH 2 (120 mg, 1.03 mmol), 
and triethylamine (0.31 mL, 2.23 mmol) in dimethylformamide (5.0 mL) was added l-(3- 

1 5 dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (196 mg, 1 .03 mmol). After 
heating at 40°C, the acid slowly went into solution. The mixture was then stirred at 40- 
45°C overnight. Subsequently, the mixture was concentrated; combined with ethyl acetate 
(5 mL); and extracted with IN HC1 (5 mL), water (5 mL), and brine (5 mL). The resulting 
material was dried by filtering through 3 mL Chem-Elut tube and concentrated. 

20 Chromatography (on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in 
the form of a colorless oil (346.8 mg, 92.3% yield). NMR(CDC1 3 ) 5 1.13-1.38 (m, 10H), 
1.48-1.72 (m, 6H), 1.75-1.89 (m, 4H), 1.97-2.11 (m, 2H), 2.13-2.27 (m, 4H), 2.91 (t, 2H), 
3.48 (dq, 2H), 3.59-3.66 (m, 1H), 3.73-3.83 (m, 2H), 3.90-3.99 (m, 3H), 4.97 (s, 1H), 9.19 
(s, 1H). ESMS m/z = 514.40 (M+H) + . 



[1172] PartD. Preparation of 4-[4-(6,6,6-trifluoro-hexyl)-piperidine-l- 
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[1173] PartE. Preparation of 4-[4-(6,6,6-trifluoro-hexyl)-piperidine-l- 
sulfonyll-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




To the THP-protected hydroxamate from Part D (346.8 mg, 0.67 mmol) in methanol (1 .0 
5 mL) and 1,4-dioxane (1.0 mL) was added 4M HC1 in 1,4-dioxane (200 /xL). After stirring 
for 1 hr, the mixture was concentrated under N 2 , and triturated with ethyl acetate/hexane to 



NMR (DMSO) 1.01 (q, 2H), 1.12-1.34 (m, 7H), 1.38-1.48 (m, 2H), 1.60 (d, 2H), 1.83 (dt, 
2H), 2.13-2.26 (m, 2H), 2.40 (d, 2H), 2.85 (t, 2H), 3.15 (t, 2H), 3.55 (d, 2H), 3.81 (dd, 
10 2H), 9.15 (s, 1H), 10.94 (s, 1H). ESMS m/z = 431 .2 (M+H) + . HRMS calcd. for 
C17H30F3N2O5S: 431.1822 (M+H) + . Found: 431.1818. 

[1174] Example A44. Preparation of 4-[4-(2-butoxy-ethyl)-piperidine-l- 
sulfonyI]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



[1175] Part A. Preparation of 4-[4-(2-butoxy-ethyl)-piperidine-l-sulfonyl] 
tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



The alcohol of Example A13 (0.70 g, 1.85 mmol), tetrabutylammonium bromide (119 mg, 
20 0.376 mmol), and KOH (311 mg, 5.55 mmol) were slurried in xylene (7.5 mL). 

Afterward, 1-iodobutane (0.63 mL, 5.55 mmol) was added, and the resulting mixture was 
stirred in a sealed vial at 80°C over the weekend. Subsequently, the mixture was filtered 
through celite and concentrated under N 2 . Chromatography (on silica, ethyl 
acetate/hexanes) afforded the ether in the form of a colorless oil (559.2 mg, 69.7% yield). 



25 NMR(CDC1 3 ) 5 0.90 (t, 3H), 1.19-1.39 (m, 4H), 1.47-1.61 (m, 14H), 1.68 (d, 2H), 2.10 



afford the desired compound as an off-white amorphous solid (259.9 mg, 89.6% yield). 
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(dt, 2H), 2.32 (d, 2H), 2.93 (dt, 2H), 3.40 (dt, 2H), 3.37 (t, 2H), 3.42 (t, 2H), 3.75 (d, 2H), 
3.96(dd,2H). ESMS m/z = 434.44 (M+H) + . 

[1176] PartB. Preparation of 4-[4-(2-butoxy-ethyl>piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxyIic acid: 



acid:methylene chloride (6 mL) at room temperature overnight. The mixture was then 
concentrated under N 2 , and triturated with ethyl acetate/hexane to afford the desired acid 
in the form of a solid (445.9 mg, 91.6% yield). This material was used in the next step k . 
1 0 without further purification. 



[1177] PartC. Preparation of 4-[4-(2-butoxy-ethyl)-piperidine-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yIoxy)-amide: 



To a mixture of the crude acid from Part B (445.9 mg, 1.18 mmol), 1- 
15 hydrozybenzotriazole hydrate (239 mg, 1.77 mmol), THP-ONH 2 194 mg, 1.66 mmol), and 
triethylamine (0.49 mL, 3.5 mmol) in dimethylformamide (5.0 mL) was added l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (316 mg, 1.65 mmol). After 
heating at 40°C, die acid slowly went into solution. The mixture was then stirred at 40- 
45°C overnight. Subsequently, the mixture was concentrated; combined with ethyl acetate 
20 (5 mL); and extracted with IN HC1 (5 mL), water (5 mL), and brine (5 mL). The resulting 
material was dried by filtering through 3 mL Chem-Elut tube and concentrated. 
Chromatography (on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in 
the form of a colorless oil (487.7 mg, 86.7% yield). NMR (CDC1 3 ) 8 0.90 (t, 3H), 1.15- 
1.39 (m, 4H), 1.46-1.89 (m, 12H), 2.12-2.27 (m, 4H), 2.92 (dt, 2H), 3.36 (t, 2H), 3.41 (t, • 
25 2H), 3.48 (dq, 2H), 3.58-3.66 (m, 1H), 3.73-3.83 (m, 2H), 3.89-3.99 (m, 3H), 4.97 (s, 1H), 
9.19 (s, 1H). ESMS m/z = 477.41 (M+H) + . 




The ester of Part A (559.2 mg, 1.29 mmol) was hydrolyzed in 1:1 trifluoroacetic 
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[1178] PartD. Preparation of 4-[4-(2-butoxy-ethyl)-piperidiiie-l-sulfonyll- 
f fii — -oyran-4-carboxylic acid hydroxyamide: 



To the THP-protected hydroxamate from Part C (487.7 mg, 1 .02 mmol) in methanol (1.0 
5 mL) and 1 ,4-dioxane (1.0 mL) was added 4M HC1 in 1 ,4-dioxane (200 fiL). After stirring 
for 1 hr, the mixture was concentrated under N 2 , and triturated with ethyl acetate/hexane to 
afford the desired compound as an off-white amorphous solid (360.4 mg, 89.7% yield). 
NMR(DMSO) 6 0.83 (t, 3H), 0.96-1.13 (m, 2H), 1.21-1.32 (m, 2H), 1.35-1.49 (m, 5H), 
1.60 (d, 2H), 1.83 (dt, 2H), 2.30 (d, 2H), 2.84 (t, 2H), 3.14 (d, 2H), 3.26-3.37 (m, 4H), 
10 3.55 (d, 2H), 3.81 (dd, 2H), 9.13 (s, 1H), 10.94 (s, 1H). ESMS m/z = 393.2 (M+H) + . 
HRMS calcd. for C, 7 H33N 2 0 6 S H: 393.2054 (M+H) + . Found: 393.2035. 

[11791 Example A45. Preparation of 4-{4-[2-(4,4,4-trifluoro-butoxy)-ethyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



The alcohol of Example A13 (0.70 g, 1.85 mmol), tetrabutylammonium bromide (119 
20 mg, 0.376 mmol), and KOH (31 1 mg, 5.55 mmol) were slurried in xylene (7.5 mL). 

Afterward, 4,4,4-trifluoro-l-iodobutane (1.32 g, 5.55 mmol) was added, and the reaction 
mixture was stirred in a sealed vial at 80°C over the weekend. Subsequently, the mixture 
was filtered through celite and concentrated under N 2 . Oiromatography (on silica, ethyl 
acetate/hexanes) afforded the ether in the form of apale yellow oil (551.8 mg, 61.1% 
25 yield). NMR(CDC1 3 ) S 1.19-1.32 (m, 2H), 1.47-1.60 (m, 12H), 1.68 (d, 2H), 1.74-1.84 





[1180] Part A. Preparation of 4-{4-[2-(4,4,4-trifluoro-butoxy)-ethyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid tert-buryl ester: 
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(m, 2H), 2.05-2.23 (m, 4H), 232 (d, 2H), 2.93 (dt, 2H), 3.39 (dt, 2H), 3.43 (dt, 4H), 3.76 
(d, 2H), 3.96 (dd, 2H). ESMS m/z = 488.42 (M+H) + . 

[1181] PartB. Preparation of 4-{4-[2-(4,4,4-trifluoro-butoxy)-ethyI]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid: 



The ester of Part A (551.8 mg, 1.13 mmol) was hydrolyzed in 1:1 trifluoroacetic 
acidimethylene chloride (6 mL) at room temperature overnight. The mixture was then 
concentrated under N2, and triturated with ethyl acetate/hexane to afford the desired acid 
in the form of a solid (444.7 mg, 91.2% yield). This material was used in the next step 
10 without further purification. 

111821 Part C. Preparation of 4-{4-[2-(4 5 4,4-trifluoro-butoxy>ethyll- 
piper id ine-1 -sulf onyl}-tetrahydro-pyran-4-carboxylic acid (tetrahydro-py ran-2- 
y!oxy)-amide: 



15 To a mixture of the crude acid from Part B (444.7 mg, 1 .03 mmol), 1- 

hydrozybenzotriazole hydrate (209 mg, 1.55 mmol), THP-ONH 2 (169 mg, 1.44 mmol), 
and triethylamine (0.43 mL, 3.1 mmol) in dimethylformamide (5.0 mL) was added l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (276 mg, 1.45 mmol). After 
heating at 40°C, the acid slowly went into solution. The mixture was then stirred at 40- 

20 45 °C overnight. Subsequently, the mixture was concentrated; combined with ethyl acetate 
(5 mL); and extracted with IN HC1 (5 mL), water (5 mL), and brine (5 mL). The resulting 
material was dried by filtering through 3 mL Chem-Elut tube and concentrated. 
Chromatography (on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in 
the form of a colorless oil (447.5 mg, 81.9% yield). NMR(CDC1 3 ) h 1.16-1.30 (m, 2H), 



25 1 .46-1 .89 (m, 12H), 2.07-2.26 (m, 6H), 2.92 (dt, 2H), 3.42 (t, 4H), 3.48 (dq, 2H), 3.58- 
3.66 (m, 1H), 3.73-3.83 (m, 2H), 3.89-4.00 (m, 3H), 4.97 (s, 1H), 9.19 (s, 1H). ESMS m/z 
= 531.40 (M+H) + . 
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To the THP-protected hydroxamate from Part C (447.5 mg, 0.84 mmol) in methanol (1.0 
5 mL) and 1,4-dioxane (1.0 mL) was added 4M HC1 in 1,4-dioxane (200 /iL). After stirring 
for 1 hr, the mixture was concentrated under N 2 , and triturated with ethyl acetate/hexane to 
afford the desired compound as an off-white amorphous solid (361.9 mg, 96.1% yield). 
NMR(DMSO) 5 0.95-1.13 (m, 2H), 1.37-1.49 (m, 3H), 1.56-1.71 (m, 4H), 1.83 (dt, 2H), 
2.26-2.34 (m, 4H), 2.86 (t, 2H), 3.14 (t, 2H), 3.36 (t, 4H), 3.55 (d, 2H), 3.81 (dd, 2H), 9.13 
10 (s, 1H), 10.94 (s, 1H). ESMS m/z = 447.2 (M+H) + . HRMS calcd. for Ci 7 H 3 oF 3 N 2 06S H: 
447.1771 (M+H) + . Found: 447.1757. 



butyl]-piperidme-l-sulfonyl}-tetrahydro-pyran-4-carboxylicacidhydroxyamide: 



O 

11185] Part A. Preparation of 4-[4-(4-methanesulfonyloxy-butyl)-piperiduie- 
l-sulfonyl]-tetrahydro-pyran-4-carboxyIic acid tert-butyl ester: 



The alcohol from Example A12 (703 mg, 1.73 mmol) combined with methylene chloride 
20 (9mL). Triethylamine (0.32 mL, 2.2 mmol) was then added. Afterward, the mixture was 
cooled to 0°C. Methanesulfonyl chloride (0.15 mL, 1.9 mmol) was then added dropwise. 
The resulting mixture was allowed to warm to room temperature overnight Subsequently, 
additional triethylamine (0.16 mL, 1.15 mmol) and methanesulfonyl chloride (0.07 mL, 
0.90 mmol) were added to drive the reaction to completion. After 2 hr, the mixture was 
25 diluted with methylene chloride (20 mL) and washed with water (30 mL), 10% citric acid 



[1184] Example A46. Preparation of 4-{4-[4-(3,3,3-trifIuoro-propoxy)- 
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(30 mL), 5% sodium bicarbonate, and brine (30 mL). The organics were dried 
(magnesium sulfate) and concentrated. Chromatography (on silica, ethyl acetate/hexanes) 
afforded the mesylate in the form of a colorless oil (747.8 mg, 89.6% yield). 
NMR(CDC1 3 ) 5 1.17-1.46 (m, 7H), 1.52 (s, 9H), 1.63-1.77 (m, 4H), 2.10 (dt, 2H), 2.32 (d, 
5 2H), 2.91 (dt, 2H), 3.02 (s, 3H), 3.30 (dt, 2H), 3.77 (d, 2H), 3.96 (dd, 2H), 4.21 (t, 2H). 
[1186] PartB. Preparation of 4-{4-[4-(3^^-trifluoro-propoxy)-butyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



The 3,3,3-trifluoropropan-l-ol (546 mg, 4.79 mmol) was placed into an oven-dried flask. 

10 Anhydrous dimethylformamide (4.5 mL) was then added, followed by the addition of a 
60% NaH oil dispersion (230 mg, 5.74 mmol) in 2 portions. After 15 min, the mesylate 
from Part A (732 mg, 1.51 mmol) in anhydrous dimethylformamide (1.5 mL) was added, 
and the resulting mixture was heated at 80°C for 2 hr. The mixture was then cooled to 
room temperature, poured into saturated NH4CI (20 mL) and water (20 mL), and extracted 

1 5 with ethyl acetate (2x20 mL). The organics were washed with brine, dried over 

magnesium sulfate, and concentrated. Chromatography (on silica, ethyl acetate/hexanes) 
afforded the ether in the form of a colorless oil (541.9 mg, 71.5% yield). NMR(CDC1 3 ) 6 
1.15-1.40 (m, 6H), 1.48-1.57 (m, 12H), 1.66 (d, 2H), 2.11 (dt, 2H), 2.28-2.45 (m, 4H), 
2.92 (dt, 2H), 3.39 (dt, 2H), 3.42 (t, 4H), 3.62 (t, 2H), 3.76 (d, 2H), 3.96 (dd, 2H). ESMS 

20 ;w/z = 502.45 (M+H) + . 

11187] PartC. Preparation of 4-{4-[4-(3^^-trifluoro-propoxy)-butyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid: 



The ester of Part B (541.6 mg, 1.08 mmol) was hydrolyzed in 1:1 trifluoroacetic 
25 acid:methylene chloride (4 mL) at room temperature for 2 hr. The mixture was then 

concentrated under N 2 , and triturated with ethyl acetate/hexane to afford the desired acid 
in the form of a solid (477.5 mg, 99.1% yield). This material was used in the next step 
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15 



20 



without further purification. NMR(CDC1 3 ) 6 1.15-1.43 (m, 7H), 1.47-1.59 (m, 2H), 1.70 
(d, 2H), 2.18 (dt, 2H), 2.29-2.44 (m, 4H), 2.93 (t, 2H), 3.33-3.45 (m, 4H), 3.61 (t, 2H), 
3.79 (d, 2H), 4.00 (dd, 2H). ESMS /n/z = 464.31 (M+H) + . 

[11881 PartD. Preparation of 4-{4-[4-(3^3-trifluoro-propoxy)-butyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran^-carboxyUcacid(tetrahydro-pyran-2- 
yIoxy)-amide: 



To a mixture of the crude acid from Part C (473.5 mg, 1.06 mmol), 1- 
hydrozybenzotriazole hydrate (215 mg, 1.59 mmol), THP-ONH 2 (174 mg, 1.48 mmol), 
and triethyiamine (0.44 mL, 3.2 mmol) in dimethylformamide (3.2 mL) was added l-(3- 
dimethylammopropyl)-3-emylcarbo(liimide hydrochloride (283 mg, 1.48 mmol). After 
heating at 40°C, the acid slowly went into solution. The mixture was then stirred at 40- 
45°C overnight. Subsequently, the mixture was partition between ethyl acetate (20 mL) 
and water (20 mL). The organics were extracted with IN HC1 (20 mL) and brine (20 mL), 
dried over magnesium sulfate, and concentrated. Chromatography (on silica, ethyl 
acetate/hexanes) afforded the protected hydroxamate in the foim of a colorless oil (5 1 1 .2 
mg, 88.6% yield). NMR(CDC1 3 ) 5 1.13-1.39 (m, 8H), 1.48-1.72 (m, 7H), 1.73-1.89 (m, 
3H), 2.13-2.26 (m, 4H), 2.31-2.44 (m, 2H), 2.90 (t, 2H), 3.40 (t, 2H), 3.48 (dq, 2H), 3.58- 
3.66 (m, 3H), 3.73-3.82 (m, 2H), 3.88-4.00 (m, 3H), 4.97 (s, 1H), 9.19 (s, 1H). ESMS mlz 
= 545.41 (M+H) + . 

[11891 PartE. Preparation of 4-{4-[4-(3,3,3-trifluoro-propoxy>butyl]- 
piperidine-l-sulfonyl}-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



To the THP-protected hydroxamate from Part D (503 mg, 0.923 mmol) in methanol (1 .0 
mL) and 1,4-dioxane (1.0 mL) was added 4M HC1 in 1,4-dioxane (200 /iL). After stirring 
for 1 hr, the mixture was concentrated under N 2 , and triturated with ethyl acetate/hexane to 
afford the desired compound as an off-white amorphous solid (393.5 mg, 92.6% yield). 
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NMR(DMSO) 8 0.93-1.07(m, 2H), 1.11-1.35 (m, 5H), 1.38-1.48 (m, 2H), 1.59 (d, 2H), 
1 .83 (dt, 2H), 2.30 (d, 2H), 2.42-2.54 (m, 2H), 2.85 (t, 2H), 3.14 (t, 2H), 3.34 (t, 2H), 3.48- 
3.58 (m, 4H), 3.80 (dd, 2H), 9.13 (bs, 1H), 10.94 (s, 1H). ESMS m/z = 461.2 (M+H) + . 
HRMS calcd. for Cgl^FaNzOeS H: 461.1928 (M+H) + . Found: 461.1933. 



[11901 Example A47. Preparation of 4-[4-(2-pentyloxy-erayl)-piperidtoe-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



The alcohol of Example A13 (257 mg, 0.680 mmol), tetrabutylammonium bromide (44 
mg, 0.136 mmol), and KOH (114 mg, 2.04 mmol) were slurried in xylene (2.7 mL). 
Afterward, 1-iodopentane (0.27 mL, 2.04 mmol) was added, and the resulting mixture was 

15 stirred in a sealed vial at 80°C overnight. Subsequently, the mixture was filtered through 
celite and concentrated under N 2 . Chromatography (on silica, ethyl acetate/hexanes) 
afforded the ether in the form of a colorless oil (202.7 mg, 66.6% yield). NMR(CDC1 3 ) 8 
0.88 (t, 3H), 1.19-1.34 (m, 6H), 1.45-1.63 (m, 14H), 1.68 (d, 2H), 2.10 (dd, 2H), 2.32 (d, 
2H), 2.93 (dt, 2H), 3.40 (dt, 2H), 3.36 (t, 2H), 3.42 (t, 2H), 3.76 (d, 2H), 3.96 (dd, 2H). 

20 ESMS m/z = 448.47 (M+H) + . 

[1192] PartB. Preparation of 4-[4-(2-pentyloxy-ethyl)-piperidme-l-sulfonyl]- 
tetrahydro-pyran-4-carboxylicacid: 



The ester of Part A (202.8 mg, 0.453 mmol) was hydrolyzed in 1:1 trifluoroacetic 
25 acid:methylene chloride (4 mL) at room temperature for 2 hr. The mixture was then 




[11911 Part A Preparation of 4-[4-(2-pentyloxy-ethyl)-piperidine-l-suIfonyl]- 
1 0 tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 





BNSDOCID: <WO__03091247A2_I_> 



WO 03/091247 



PCT/US03/13123 



concentrated under N 2 to afford the desired acid (177.9 mg, 100% yield). This material 
was used in the next step without farther purification. NMR(CDC1 3 ) 6 0.88 (t, 3H), 1.19- 
1.35 (m, 6H), 1.49-1.63 (m, 5H), 1.71 (d, 2H), 2.18 (dt, 2H), 2.35 (d, 2H), 2.94 (t, 2H), 
3.34-3.43 (m, 4H), 3.46(t, 2H), 3.79 (d, 2H), 4.00 (dd, 2H). ESMS m/z = 392.38 (M+H) + . 
5 11193] PartC. Preparation of 4-[4-(2-pentyloxy-ethyl)-piperidine-l-sulfonyl]- 

tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yloxy)-amide: 

o 

To a mixture of the crude acid from Part B (177.5 mg, 0.453 mmol), 1- 
hydrozybenzotriazole hydrate (92 mg, 0.68 mmol), THP-ONH 2 (74 mg, 0.63 mmol), and 

10 triethylamine (0. 19 mL, 1 .4 mmol) in dimethylformamide (2.5 mL) was added l-(3- 
dimefaylammopropyl)-3-efoylcarbodiimide hydrochloride (121 mg, 0.63 mmol). After 
heating at 40°C, the acid slowly went into solution. The mixture was then stirred at 40- 
45°C overnight. Subsequently, the mixture was poured onto 10 mL Chem-Elut tube 
prewetted with 0.5N HC1 (8 mL), eluted with ethyl acetate ("EtOAc"), and concentrated. 

1 5 Chromatography (on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in 
the form of a colorless oil (109.5 mg, 49.2% yield). NMR(CDC1 3 ) 5 0.90 (t, 3H), 1.13-1.39 
(m, 6H), 1.45-1.92 (m, 10H), 2.12-2.30 (m, 4H), 2.94 (t, 2H), 3.30-3.56 (m, 8H), 3.59-3.84 
(m, 4H), 3.88-4.03 (m, 4H), 4.97 (s, 1H), 9.19 (s, 1H). ESMS m/z = 491.38 (M+H) + . 

11194] PartD. Preparation of 4-[4-(2-pentyloxy-ethyl)-piperidine-l-suIfonyIl- 

20 tetrahydro-pyran-4-carboxylic acid hydroxyamide: 

o 

To the THP-protected hydroxamate from Part C (103 mg, 0.21 mmol) in methanol (1.0 
mL) and 1,4-dioxane (1.0 mL) was added 4M HC1 in 1,4-dioxane (200 /iL). After stirring 
for 1 .5 hr, the mixture was concentrated under N 2 . Reverse phase chromatography 
25 (acetonitrile:water:0.05% trifiuoroacetic acid) and lyophylization afforded the desired 

compound as an off-white amorphous solid (72.1 mg, 84.5% yield). NMR (CDC1 3 ) S 0.88 
(t, 3H), 1.13-1.39 (m, 5H), 1.44-1.78 (m, 8H), 2.10-2.33 (m, 4H), 2.92 (t, 2H), 3.32-3.53 
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(m, 6H), 3.72 (d, 2H), 3.96 (d, 2H), 6.92 (bs, 1H), 9.20 (bs, 1H). ESMS /w/z = 407.2 
(M+H) + . HRMScalcd. for CigHssNzOeSH: 407.2210 (M+H) + . Found: 407.2209. 

[1195] Example A48. Preparation of 4-[4-(7,7/7-trifluoro-heptyloxy)- 
5 piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



10 To the phosphine from Example A10 (800 mg, 1 .6 mmol) in anhydrous tetrahydrofuran 



maintaining the temperature at less than 5°C. Upon completion of the addition, the 
mixture was stirred at 0°C for 1 5 min. The aldehyde from Example A14, Part D (500 
mg, 1 .23 mmol) in anhydrous tetrahydrofuran (2.5 mL) was then added dropwise while 

1 5 maintaining the temperature at less than 4°C. Afterward, the mixture was allowed to 

warm to room temperature over several hours. The mixture was then poured into stirring 
ether (75 mL) and filtered. The filtrate was washed with IN HC1 (3 x 75 mL), saturated 
sodium bicarbonate (3 x 75 mL), and brine (100 mL); dried over magnesium sulfate; and 
concentrated to form a crude oil. Chromatography (on silica, ethyl acetate/hexanes) 

20 afforded the alkene in the form of a colorless crystalline oil (498.8 mg, 81.1% yield). 
NMR(CDC1 3 ) 5 1.52 (s, 9H), 1.60-1.74 (m, 2H), 1.774.90 (m, 2H), 2.04-2.20 (m, 4H), 
2.22-2.36 (m, 6H), 3.16-3.36 (m, 4H), 3.38-3.65 (m, 5H), 3.96 (dd, 2H), 5.35-5.54 (m, 
2H). ESMS m/z = 500.45 (M+H) + . 




[1196] Part A. Preparation of 4-[4-(7,7,7-trifluoro-hept-3-enyloxy)- 
piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 




(5.9 mL) at 0°C was added 1M LiN(TMS) (1.5 mL, 1.5 mmol) dropwise while 
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[1197] PartB. Preparation of 4-[4-(7 5 7,7-trifluoro-heptyloxy)-piperidiiie-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



CH 3 O n o 




o 



u. 



The alkene from Part A (483.4 mg, 0.968 mmol) was combined with tetrahydrofuran (5 
5 mL). Subsequently, 10% Pd/C (0.24 g) was added. The resulting mixture was stirred on a 
Parr hydrogenator at 40 psi for 2 hr. The mixture was then filtered through celite and 
concentrated. Chromatography (on silica, using ethyl acetate/hexanes) afforded a 
crystalline solid product (363.1 mg, 74.8% yield). NMR(CDC1 3 ) 5 1.29-1.46 (m, 2H), 
1.46-1.75 (m, 15H), 1.75-1.92 (m, 2H), 1.98-2.20 (m, 4H), 2.32 (d, 2H), 3.12-3.64 (m, 
10 9H),3.96(d<L2H). ESMS m/z = 446.37 (M+H-*-Bu) + . 

[1198] PartC. Preparation of 4-[4-(7,7,7-trifluoro-heptyloxy)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylicacid: 




The ester of Part B (349.7 mg, 0.697 mmol) was hydrolyzed in 1:1 trifluoroacetic 
15 acid:methylene chloride (4 mL) at room for 2 hr. The mixture was then concentrated 

under N 2 to afford the desired acid (307-1 mg, 98.9% yield). This material was used in the 
next step without further purification. NMR (CDCI3) § 1.28-1.45 (m, 4H), 1.48-1.74 (m, 
6H), 1.77-1.92 (m, 2H), 1.97-2.27 (m, 4H), 2.35 (d, 2H), 3.19-3.65 (m, 9H), 4.12 (dd, 2H). 

ESMS m/z = 463.37 (M+NILO*. 
20 U1991 Part D. Preparation of 4-[4-(7,7,7-trifluoro-lieptyloxy)-piperidine-l- 

sulfonyl]-tetrahydro-pyran-4-carboxyUc acid (tetrahydro-pyran-2-yloxy)-ainide: 




To a mixture of the crude acid from Part C (305.1 mg, 0.685 mmol), 1- 
hydrozybenzotriazole hydrate (139 mg, 1.03 mmol), THP-ONH 2 (H2 mg, 0.96 mmol), 
25 and triethylamine (0.29 mL, 2.08 mmol) in dimethylformamide (3.0 mL) was added l-(3- 
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dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (183 mg, 0.96 mmol). The 
resulting mixture was stirred at 50°C overnight. Subsequently, the mixture was 
concentrated; combined with ethyl acetate (5 mL); and washed with water (5 mL), IN HC1 
(4 mL), and saturated sodium bicarbonate. Chromatography (on silica, ethyl 1 

5 acetate/hexanes) afforded the protected hydroxamate in the form of a colorless oil (336.7 
mg, 90.3% yield). NMR (CDC1 3 ) 8 1.31-1.46 (m, 4H), 1.51-1.73 (m, 10H), 1.75-1.92 (m, 
4H), 1.97-2.31 (m, 6H), 3.18-3.32 (m, 2H), 3.35-3.70 (m, 8H), 3.89-4.05 (m, 3H), 4.97 (s, 
1H), 9.19 (s, 1H). ESMS m/z = 545.45 (M+H) + . 

[1200] PartE. Preparation of 4-[4-(7,7,7-trifluoro-heptyloxy)-piperidine-l- 

10 sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



To the THP-protected hydroxamate from Part D (336.7 mg, 0.618 mmol) in methanol (2.0 
mL) was added 4M HC1 in 1 ,4-dioxane (200 /xL). After stirring for 1 hr, the mixture was 
concentrated under N2 to afford the desired compound in the form of a white amorphous 
15 solid (270.4 mg, 95.0% yield). NMR (CD30D) 5 1.35-1.44 (m, 4H), 1.49-1.60 (m, 6H), 
1.80-1.90 (m, 2H), 2.02-2.19 (m, 4H), 2.32 (d, 2H), 3.12-3.22 (m, 2H), 3.36 (t, 2H), 3.46 
(t, 3H), 3.52-3.61 (m, 2H), 3.90 (dd, 2H). ESMS m/z = 461.2 (M+H) + . HRMS calcd. for 
C18H32F3N2O6S H: 461.1928 (M+H) + . Found: 461.1911. 

20 [1201] Example A49. Preparation of 4-[4-(6,6,6-trifluoro-hexyloxy)- 

piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



[1202J Part A. Preparation of 4-l4-(6,6,6-trifluoro-hex-3-enyloxy)-piperidine- 
l-suIfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 
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To the phosphine from Example A15 (778 mg, 1.6 mmol) in anhydrous tetrahydrofiiran 
(5.9 mL) at 0°C was added 1M LiN(TMS) (1.5 mL, 1.5 mmol) dropwise while 
maintaining the temperature at less than 5°C Upon completion of the addition, the 
mixture was stirred at 0°C for 15 min. The aldehyde from Example A14, Part D (500 
mg, L23 mmol) in anhydrous tetrahydrofiiran (2.5 mL) was then added dropwise while 
maintaining the temperature at less than 4°C. The cooling hath was then removed, and the 
mixture was stirred at room temperature for 3 hr. Subsequently, the mixture was poured 
into stirring ether (75 mL) and filtered. The filtrate was washed with IN HC1 (3 x 75 mL), 
saturated sodium bicarbonate (3 x 75 mL), and brine (100 mL); dried over magnesium 
sulfate; and concentrated to form a crude oil. Chromatography (on silica, ethyl 
acetate/hexanes) afforded the alkene in the form of a colorless crystalline solid (529.6, 
88.6% yield). NMR (CDC1 3 ) 5 1.52 (s, 9H), 1.60-1.72 (m, 2H), 1.77-1.90 (m, 2H), 2.1 1 
(dt, 2H), 2.33 (d, 4H), 2.74-2.96 (m, 2H), 3.18-3.36 (m, 4H), 3.40-3.64 (m, 5H), 3.96 (dd, 
2H), 5.42-5.54 (m, 1H), 5.69-5.82 (m, 1H). ESMS m/z = 486.41 (M+H) + . 

[1203] PartB. Preparation of 4-[4-(6,6,6-trifluoro-hexyloxy)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



The alkene from Part A (519.2 mg, 1.07 mmol) was combined with tetrahydrofiiran (5 
mL). Afterward, 10% Pd/C (0.26 g) was added. The resulting mixture was stirred on a 
Parr hydrogenator at 40 psi for 2 hr. The mixture was then filtered through celite and 
concentrated. Chromatography (on silica, using ethyl acetate/hexanes) afforded a 
crystalline solid (408.4 mg, 78.3% yield). NMR(CDC1 3 ) 5 1.35-1.74 (m, 13H), 1.76-1.91 
(m, 2H), 1.98-2.20 (m, 4H), 2.32 (d, 2H), 3.12-3.63 (m, 9H), 3.96 (dd, 2H). ESMS m/z = 
510.39 (M+Na) + . 

[1204] PartC. Preparation of 4-[4-(6,6,6-trifluoro-hexyloxy)»piperidine-l- 
sutfonyl]-tetrahydro-pyran-4-carboxylic acid: 
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The ester of Part B (400.7 mg, 0.822 mmol) was hydrolyzed in 1:1 trifluoroacetic 
acid:methylene chloride (4 mL) at room temperature for 2 hr. The mixture was then 
concentrated under N 2 to afford the desired acid (355.4 mg, 100% yield). This material 
was used in the next step without further purification. NMR (CDCI3) 5 1.36-1.52 (m, 2H), 
5 1.52-1.75 (m, 6H), 1.78-1.93 (m, 2H), 2.00-2.26 (m, 4H), 2.37 (d, 2H), 3.20-3.66 (m, 9H), 
4.03 (dd, 2H). ESMS m/z = 432.31 (M+H) + . 

[1205] PartD. Preparation of 4-[4-(6,6,6-trifluoro-hexyloxy>piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylicacid(tetrahydro-pyran-2-yloxy)-amide: 



10 To a mixture of the crude acid from Part C (350.5 mg, 0.812 mmol), 1- 

hydrozybenzotriazole hydrate (164 mg, 1.21 mmol), THP-ONH 2 (133 mg, 1.14 mmol), 
and triethylamine (0.34 mL, 2.44 mmol) in dimethylformamide (4.0 mL) was added l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (217 mg, 1.14 mmol). The 
resulting mixture was stirred at 50°C overnight. Subsequently, the mixture was 

1 5 concentrated; combined with ethyl acetate (5 mL); and washed with water (5 mL), IN HC1 
(4 mL), and saturated sodium bicarbonate. Chromatography (on silica, ethyl 
acetate/hexanes, followed by acetonitrile/water/0.05% trifluoroacetic acid on CI 8) 
afforded a mix of the protected hydroxamate and predominantly de-protected material in 
the form of a colorless oil (291.0 mg). NMR (CDCI3) 5 1.37-1.77 (m, 8H), 1.77-1.91 (m, 

20 2H), 1.98-2.31 (m, 6H), 3.16-3.32 (m, 2H), 3.37-3.59 (m, 7H), 3.99 (s, 3H), 6.83 (bs, 1H), 
9.19 (bs, 1H). ESMS m/z = 447.33 (M+H-THP) + . 

[12061 PartE. Preparation of 4-[4-(6,6,6-trifluoro-hexyloxy)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



25 To the partially THP-protected hydroxamate from Part D (291.0 mg, 0.651 mmol) in 

methanol (2.0 mL) was added 4M HC1 in 1,4-dioxane (200 pL). After stirring for 1 hr, the 
mixture was concentrated under N 2 to afford the desired compound as an off-white 





9x0,0 
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amorphous solid (272.9 mg, 93.9% yield). NMR (CD30D) 5 1.40-1.49 (m, 2H), 1.50- 
1.62 (m, 6H), 1.79-1.89 (m, 2H), 2.02-2.20 (m, 4H), 2.32 (d, 2H), 3.12-3.23 (m, 2H), 3.36 
(t, 2H), 3.46 (t, 3H), 3.51-3.61 (m, 2H), 3.90 (dd, 2H). ESMS mJz = 447.2 (M+H) + . 
HRMS calcd. for C7H30F3N2O6S H: 447.1771 (M+H) + . Found: 447.1756. 



[12071 Example A50. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-heptyloxy)- 
piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



10 piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



To the phosphine from Example All (981 mg, 1.83 mmol) in anhydrous tetrahydrofuran 
(6.8 mL) at 0°C was added 1M LiN(TMS) (1.7 mL, 1.7 mmol) dropwise while 
mamtaining the temperature at less than 5°C. Upon completion of addition, the mixture 

15 was stirred at 0°C for 15 min. The aldehyde from Example A14, Part D (573 mg, 1.41 
mmol) in anhydrous tetrahydrofuran (2.9 mL) was then added dropwise while maintaining 
the temperature at less than 4°C. The cooling bath was then removed, and the mixture was 
stirred at room temperature overnight. Subsequently, the mixture was poured into stirring 
ether (75 mL) and filtered. The filtrate was washed with IN HC1 (3 x 75 mL), saturated 

20 sodium bicarbonate (3 x 75 mL), and brine (100 mL); dried over magnesium sulfate; and 
concentrated to form a crude oil. Chromatography (on silica, ethyl acetate/hexanes) 
afforded the alkene as an off-white crystalline solid (620.2, 82.3% yield). NMR (CDC1 3 ) o 
1.52 (s, 9H), 1.58-1.74 (m, 2H), 1.76-1.90 (m, 2H), 2.11 (dt, 2H), 2.25-37 (m, 4H), 2.84 
(dd, 2H), 3.18-3.37 (m, 4H), 3.40-3.65 (m, 5H), 3.97 (dd, 2H), 5.49 (q, 1H), 5.71-5.83 (m, 

25 1H). ESMS m/z = 536.41 (M+H) + . 



5 




{12081 Part A. Preparation of 4-[4-(6,6,7,7,7-pentanuoro-hept-3-enyloxy)- 
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[1209] Part B. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-heptyloxy>- 
piperidine-l-sulfonyI]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 




The alkene from Part A (609.7 mg, 1.14 mmol) was combined with tetrahydrofuran (5 
5 mL). Afterward, 1 0% Pd/C (0.3 1 g) was added. The resulting mixture was stirred on a 
Parr hydrogenator at 40 psi for 2 hr. The mixture was then filtered through celite and 
concentrated. Chromatography (on silica, using ethyl acetate/hexanes) afforded the ester 
in the form of a crystalline solid (498.6 mg, 81.5% yield). NMR (CDC1 3 ) 5 1.37-1,74 (m, 
17H), 1.77-1.91 (m, 2H), 1.93-2.20 (m, 4H), 2.32 (d, 2H), 3.12-3.63 (m, 9H), 3.96 (dd, 
10 2H). ESMS m/z = 560.41 (M+Na) + . 

[1210] Part C. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-heptyloxy)- 
piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylicacid: 



The ester of Part B (493.4 mg, 0.918 mmol) was hydrolyzed in 1:1 trifluoroacetic 
1 5 acid:methylene chloride (4 mL) at room temperature for 2 hr. The mixture was then 

concentrated under N 2 to afford the desired acid (442.7mg, 100% yield). The resulting 

material was used in the next step without further purification. NMR (CDC1 3 ) 8 1.37-1.51 

(m, 2H), 1.54-1.74 (m, 6H), 1.70-1.94 (m, 2H), 1.94-2.26 (m, 4H), 2.37 (d, 2H), 3.20-3.64 

(m, 9H), 4.03 (dd, 2H). ESMS m/z = 482.34 (M+H) + . 
20 [1211] PartD. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-heptyloxy)- 

piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2- 

yloxy)-amide: 



To a mixture of the crude acid from Part C (437.4 mg, 0.908 mmol), 1- 
25 hydrozybenzotriazole hydrate (184 mg, 1.36 mmol), THP-ONH 2 (149 mg, 1.27 mmol), 
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and triethylamine (0.38 mL, 2.73 mmol) in dimethylformamide (4.0 mL) was added l-(3- 
dimethylanunopropyl)-3-ethylcarbodiiniide hydrochloride (243 mg, 1.27 mmol). The 
resulting mixture was stirred at 50°C overnight. Subsequently, the mixture was 
concentrated; combined with ethyl acetate (5 mL); and washed with water (5 mL), IN HC1 

5 (4 mL), and saturated sodium bicarbonate. Chromatography (on silica, ethyl 

acetate/hexanes, followed by acetonitrile/water/0.05% trifluoroacetic acid on CI 8) 
afforded a mix of the protected hydroxamate and predominantly de-protected material in 
the form of a colorless oil (351.1 mg). NMR (CDC1 3 ) 6 1.37-1.52 (m, 2H), 1.52-1.75 (m. 
6H), 1.75-1.92 (m, 2H), 1.92-2.34 (m, 8H), 3.13-3.30 (m, 2H), 3.33-3.60 (m, 7H), 3.99 (d, 

10 3H). ESMS m/z = 497.32 (M+H-THP) + . 

[12121 Part E. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-heptyloxy)- 
piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 

O n O 

II O *o'' 

O ~ F F 

To the partially THP-protected hydroxamate from Part D (351.1 mg, 0.605 mmol) in 

15 methanol (2.0 mL) was added 4M HC1 in 1,4-dioxane (200 piL). After stirring for 1 hr, th 
mixture was concentrated under N 2 to afford the desired compound as an off-white 
amorphous solid (303.6 mg, 100% yield). NMR (CD 3 OD) 8 1.41-1.64 (m, 8H), 1.79-1.91 
(m, 2H), 2.00-2.18 (m, 4H), 2.32 (d, 2H), 3.12-3.23 (m, 2H), 3.36 (t, 2H), 3.47 (t, 3H), 
3.50-3.61 (m, 2H), 3.91 (dd, 2H). ESMS m/z = 497.2 (M+H) + . HRMS calcd. for 

20 CgHjoFsNAsS H: 497. 1739 (M+H) + . Found: 497. 1725. 

[1213] Example A51. Preparation of 4-[4-(7,7,8,8,8-pentafluoro-octyl)- 
piperidine-l-sulfonyll-tetrahydro-pyran-4-carboxyUc acid hydroxyamide: 
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[1214] Part A. Preparation of 4-[4-(7,7,8,8,8-pentafluoro-oct-4-enyl> 
piperidine-l-sulfonyIl-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 

H 3 CU A/Jsl x\ 

0 F f 

To the phosphine from Example All (552 mg, 1.03 mmol) in anhydrous tetrahydrofuran 

5 (4.1 mL) at 0°C was added 1M LiN(TMS) (1.1 mL, 1.1 mmol) dropwise while 

maintaining the temperature at less than 5°C. Upon completion of addition, the mixture 
was stirred at 0°C for 15 min. The aldehyde from Example A16 (348 mg, 0.861 mmol) in 
anhydrous tetrahydrofuran (1.7 mL) was then added dropwise while maintaining 
temperature at less than 4°C. The cooling bath was men removed, and the mixture was 

10 stirred at room temperature overnight. Subsequently, the mixture was poured into stirring 
ether (75 mL) and filtered. The filtrate was washed with IN HC1 (3 x 75 mL), saturated 
sodium bicarbonate (3 x 75 mL), and brine (100 mL); dried over magnesium sulfate; and 
concentrated to crude oil. Chromatography (on silica, ethyl acetate/hexanes) afforded the 
alkene in the form of a colorless oil (275.2, 59.9% yield). NMR (CDC1 3 ) 5 1.26-1.43 (m, 

15 7H), 1.52 (s, 9H), 1.66 (d, 2H), 2.20 (q, 2H), 2.11 (dt, 2H), 2.31 (d, 2H), 2.78 (dt, 2H), 
2.91 (d, 2H), 3.30 (t, 2H), 3.76 (d, 2H), 3.97 (dd, 2H), 5.39 (q, 1H), 5.70 (q, 1H). ESMS 

m/z = 534.44 (M+H) + . 

[12151 PartB. Preparation of 4-l4-(7,7,8,8,8-pentafluoro-octyl)-piperidine-l- 

sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



20 




CF 3 

The alkene from Part A (270 mg, 0.506 mmol) was combined with tetrahydrofuran (20 
mL). Afterward, 10% Pd/C (0.27 g) was added. The resulting mixture was stirred on a 
Parr hydrogenator at 40 psi for 1 .5 hr. The mixture was then filtered through celite and 
concentrated, affording the ester in the form of a colorless oil (276.2 mg, quantitative 
25 conversion). NMR(CDC1 3 ) 6 1.25-1.40 (m, 11H), 1.47-1.61 (m, 11H), 1.66 (d, 2H), 1.91- 
2.06 (m, 2H), 2.21 (dt, 2H), 2.32 (d, 2H), 2.90 (t, 2H), 3.30 (d, 2H), 3.75 (d, 2H), 3.96 (dd, 
2H). ESMS m/z = 560.41 (M+Na) + . 
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[12161 PartC. Preparation of 4-[4-(7,7,8,8,8-pentafluoro-octy])-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylicacid: 




The ester of Part B (262.1 mg, 0.489 mmol) was hydrolyzed in 1:1 trifluoroacetic 
5 acid:methylene chloride (4 mL) at room temperature for 2 hr. The mixture was then 
concentrated under N 2 to afford the desired acid (230.2, 100% yield). This material was 
used in the next step without further purification. NMR (CDC1 3 ) 8 1.15-1.44 (m, 
HHjl .52-1.63 (m, 2H), 1.72 (d, 2H), 1.91-2.10 (m, 2H), 2.13-2.28 (m, 2H), 2.38 (d, 2H), 
2.94 (t, 2H), 3.20 (t, 2H), 3.82 (d, 2H), 4.02 (dd, 2H). ESMS m/z = 480.35 (M+H) + . 
10 11217] PartD. Preparation of 4-[4-(7,7,8,8,8-pentafluoro-octyl>piperidine-l- 

sulfonyl]-tetrahydro-pyran-4-carboxyUcacid(tetrahydro-pyran-2-yloxy)-amide: 




To a mixture of the crude acid from Part C (226.1 mg, 0.472 mmol), 1- 
hydrozybenzotriazole hydrate (95.5mg, 0.71 mmol), THP-ONH 2 (77.3 mg, 0.66 mmol), 

15 and triethylamine (0.20 mL, 1.44 mmol) in dimethylformamide (2.0 mL) was added l-(3- 
dimethylammopropyl)-3-emylcarbodiimide hydrochloride (126.1 mg, 0.66 mmol). The 
resulting mixture was stirred at 50°C overnight. Subsequently, the mixture was 
concentrated; combined with ethyl acetate (5 mL); and washed with water (5 mL), IN HCl 
(4 mL), and saturated sodium bicarbonate. Chromatography (on silica, ethyl 

20 acetate/hexanes) afforded the protected hydroxamate in the form of a colorless oil (224.5 
mg, 82.3% yield). NMR (CDClj) 8 1.13-1.44 (m, 10H), 1.52-1.74 (m, 8H), 1.77-2.12 (m, 
5H), 2.14-2.33 (m, 4H), 2.93 (t, 2H), 3.50 (dq, 2H), 3.60-3.70 (m, 1H), 3.74-3.86 (m, 2H), 
3.90-4.03 (m, 3H), 4.99 (s, 1H), 9.02 (s, 1H). ESMS m/z = 519 Al (M+H) + . 
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[1218] PartE. Preparation of4-[4-(7,7,8,8,8-pentafluoro-octyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




To the THP-protected hydroxamate from Part D (224.5 mg, 0.388 mmol) in methanol (2.0 
5 mL) was added 4M HC1 in 1 ,4-dioxane (200 /(L). After stirring for 1 hr, the mixture was 
concentrated under N2 to afford the desired compound as an off-white amorphous solid 
(184.8 mg, 96.3% yield). NMR (CD 3 OD) 8 1.07-1.20 (m, 2H), 1.22-1.44 (m, 9H), 1.51- 
1.61 (m, 2H), 1.68 (d, 2H), 1.99-2.16 (m, 4H), 2.33 (d, 2H), 2.93 (dt, 2H), 3.36 (t, 2H), 
3.73 (d, 3H), 3.90 (dd, 2H). ESMS m/z = 495.2 (M+H) + . HRMS calcd. for 
10 C19H32F5N2O5S H: 495.1947 (M+H) + . Found: 495.1922. 

11219] Example A52. Preparation of 4-[4-(8,8,8-trifluoro-octyl)-piperidine- 
l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




15 [1220] Part A. Preparation of 4-[4-(8,8,8-trifluoro-oct-4-enyl)-piperidine-l- 

sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 

CH3 o o ,0 

To the phosphine from Example A10 (515 mg, 1.03 mmol) in anhydrous tetrahy<frofuran 
(4.1 mL) at 0°C was added 1M LiN(TMS) (1.1 mL, 1.1 mmol) dropwise while 

20 maintaimng me temperature at less than 5°C. Upon completion of addition, the mixture 
was stirred at 0°C for 15 min. Afterward, the aldehyde from Example A16 (348 mg, 
0.861 mmol) in anhydrous tetrahydrofuran (1.7 mL) was added dropwise while 
maintaining the temperature at less than 4°C. The cooling bath was then removed, and the 
mixture was stirred at room temperature overnight. The mixture was then poured into 

25 stirring ether (75 mL) and filtered. The filtrate was washed with IN HC1 (3 x 75 mL), 
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saturated sodium bicarbonate (3 x 75 mL), and brine (100 mL); dried over magnesium 
sulfate; and concentrated to form a crude oil. Chromatography (on silica, ethyl 
acetate/hexanes) afforded the alkene as colorless oil (275.2, 59.9% yield). NMR (CDC1 3 ) 
0 1.26-1.42 (m, 7H), 1.53 (s, 9H), 1.66 (d, 2H), 1.93-2.17 (m, 6H), 2.19-2.35 (m, 4H), 2.91 
(d, 2H), 3.30 (t, 2H), 3.76 (d, 2H), 3.97 (dd, 2H), 5.27-5.52 (m, 2H). ESMS m/z = 498.45 
(M+H) + . 

[12211 PartB. Preparation of 4-[4-(8,8,8-triflnoro-octyl)-piperidiiie-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 

CH 3 O n o 




10 The alkene from Part A (235 mg, 0.472 mmol) was combined with tetrahydrofuran (20 
mL). Afterward, 10% Pd/C (0.24 g) was added. The resulting mixture was stirred on a 
Parr hydrogenator at 40 psi for 1.5 nr. The mixture was then filtered through celite and 
concentrated, affording the ester in the form of a crystalline solid (247.5 mg, quantitative 
conversion). NMR (CDCI3) 0 1.14-1.40 (m, 13H), 1.47-1.58 (m, 1 1H), 1.66 (d, 2H), 1.96- 

15 2.17 (m, 4H), 2.32 (d, 2H), 2.91 (t, 2H), 3.30 (d, 2H), 3.76 (d, 2H), 3.96 (dd, 2H). ESMS 

m/z = 500.46 (M+H) + . 

[12221 PartC. Preparation of 4-[4-(8,8,8-trifluoro-octyl)-piperidine-l- 

sulfonyl]-tetrahydro-pyran-4-carboxylicacid: 




20 The ester of Part B (236.7 mg, 0.474 mmol) was hydrolyzed in 1:1 trifluoroacetic 
acid:methylene chloride (4 mL) at room temperature for 2 hr. The mixture was then 
concentrated under N 2 to afford the desired acid (207.8, 98.9% yield). This material was 
used in the next step without further purification. NMR (CDCI3) 5 1.15-1.44 (m, 
13H1.46-1.61 (m, 2H), 1.69 (d, 2H), 1.94-2.28 (m, 4H), 2.37 (d, 2H), 2.94 (t, 2H), 3.40 (t, 

25 2H), 3.80 (d, 2H), 4.02 (dd, 2H). ESMS m/z = 444.37 (M+H) + . 
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[1223] PartD. Preparation of4-[4-(8,8,8-trifluoro-octyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carbox7licacid(tetrahydro-pyran-2-yloxy)-amide: 



To a mixture of the crude acid from Part C (204.8 mg, 0.462 mmol), 1- 
5 hydrozybenzotriazole hydrate (93.5mg, 0.69 mmol), THP-ONH 2 (75.7 mg, 0.65 mmol), 
and triethylamine (0.19 mL, 1.37 mmol) in dimethylformamide (2.0 mL) was added l-(3- 
dimethylammopropyl>3-emylcarbocUimide hydrochloride (123.5 mg, 0.65 mmol). The 
resulting mixture was stiired at 50°C overnight. Subsequently, the mixture was 
concentrated; combined with ethyl acetate (5 mL); and washed with water (5 mL), IN HC1 
10 (4 mL), and saturated sodium bicarbonate. Chromatography (on silica, ethyl 

acetate/hexanes) afforded the protected hydroxamate in the form of a colorless oil (224.5 
mg, 82.3% yield). NMR (CDC1 3 ) 5 1.11-1.44 (m, 12H), 1.47-1.74 (m, 8H), 1.77-1.93 (m, 
3H), 1.95-2.13 (m, 2H), 2.14-2.32 (m, 4H), 2.93 (t, 2H), 3.51 (dq, 2H), 3.59-3.69 (m, 1H), 
3.74-3.87 (m, 2H), 3.90-4.04 (m, 3H), 4.99 (s, 1H), 9.02 (s, 1H). ESMS m/z = 560.50 
15 (M+NH4) + . 

[1224] PartE. Preparation of 4-[4-(8,8,8-trifluoro-octyl)-piperidine-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



To the THP-protected hydroxamate from Part D (200.0 mg, 0.369 mmol) in methanol (2.0 
20 mL) was added 4M HC1 in 1,4-dioxane (200 fiL). After stirring for 1 hr, the mixture was 
concentrated under N 2 to afford the desired compound as an off-white amorphous solid 
(163.7 mg, 96.9% yield). NMR (CD 3 OD) S 1.07-1.20 (m, 2H), 1.21-1.44 (m, 11H), 1.67 
(d, 2H), 2.03-2.17 (m, 4H), 2.32 (d, 2H), 2.93 (t, 2H), 3.36 (t, 2H), 3.73 (d, 3H), 3.90 (dd, 
2H). ESMS m/z = 459.2 (M+H) + . HRMS calcd. for C19H34F3N2O5S H: 459.2135 
25 (M+H) + . Found: 459.2100. 
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[1225] Example A53. Preparation of 4-[4-(5^,6,6,6-pentafluoro-hexyl)- 
piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxyUc acid hydroxyamide: 




.CF 3 

XT F' T 

[12261 Part A. Preparation of 4-[4-(5,5,6,6,6-pentafluoro-hex-2-enyl)- 
5 piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 

^CH 3 O Q p 

H 3 C 0 V<j (X^CTa 
<7 F F 

To the phospbine from Example All (943 mg, 1.76 mmol) in anhydrous tetrahydrofuran 
(7.0 mL) at 0°C was added 1M LiN(TMS) (1.9 mL, 1.9 mmol) dropwise while 
maintaining the temperature at less than 5°C. Upon completion of addition, the mixture 

10 was stirred at 0°C for 15 min. The aldehyde from Example A6 (550 mg, 1 .47 mmol) in 
anhydrous tetrahydrofuran (2.8 mL) was then added dropwise while maintaining the 
temperature at less than 5°C. Afterward, the cooling bath was removed, and the mixture 
was stirred at room temperature overnight. Subsequently, the mixture was poured into 
stirring ether (75 mL) and filtered. The filtrate was washed with IN HC1 (3 x 75 mL), 

15 saturated sodium bicarbonate (3 x 75 mL), and brine (100 mL); dried over magnesium 
sulfate; and concentrated to crude oil. Chromatography (on silica, ethyl acetate/hexanes) 
afforded the alkene as an off-white crystalline solid (644.2, 86.4% yield). NMR (CDC1 3 ) 8 
1.16-1.36 (m, 2H), 1.40-1.57 (m, 10H), 1.60-1.76 (m, 2H), 1.94-2.18 (m, 4H), 2.33 (d, 
2H), 2.65-2.97 (m, 4H), 3.29 (t, 2H), 3.78 (d, 2H), 3.96 (dd, 2H), 5.43-5.54 (m, 1H), 5.65- 

20 5.78 (m, 1H). ESMS m/z = 506.38 (M+H) + . 

[12271 PartB. Preparation of 4-[4-(5,5,6,6,6-pentafluoro-hexyl)-piperiduie-l- 

sulfonylJ-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 

CH 3 O n O 

or F F 

The alkene from Part A (638.3 mg, 1.263 mmol) was combined with tetrahydrofuran (5 
25 mL). Afterward, 10% Pd/C (0.32 g) was added. The resulting mixture was stirred on a 
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Parr hydrogenator at 40 psi for 1 hr. The mixture was then filtered through celite and 
concentrated, affording the ester (640.4 mg, 100% yield). NMR (CDC1 3 ) 5 1.15-1.44 (m, 
7H), 1.47-1.61 (m, 1 1H), 1.67 (d, 2H), 1.89-2.18 (m, 4H), 2.33 (d, 2H), 2.93 (t, 2H), 3.31 
(d, 2H), 3.77 (d, 2H), 3.97 (dd, 2H). ESMS m/z = 508.36 (M+H) + . 
5 [1228] Part C. Preparation of 4-[4-(5,5,6,6 5 6-pentafluoro-hexyl)-piperidine-l- 

sulfonyI]-tetrahydro-pyran-4-carboxylic acid: 




The ester of Part B (633.1 mg, 1.247 mmol) was hydrolyzed in 1:1 trifluoroacetic 
acid:methylene chloride (4 mL) at room temperature for 1 hr. The mixture was then 

10 concentrated under N2 to afford the desired acid in the form of a solid (555.1, 98.6% 

yield). The resulting material was used in the next step without further purification. NMR 
(CD3OD) 8 1.07-1.23 (m, 2H), 1.25-1.33 (m, 2H), 1.36-1.46 (m, 3H), 1.50-1.60 (m, 2H), 
1.70 (d, 2H), 2.00-2.17 (m, 4H), 2.32 (d, 2H), 2.95 (dt, 2H), 3.34 (dt, 2H), 3.75 (d, 2H), 
3.94 (dd, 2H). ESMS m/z = 469.33 (M+NH4) + . 

15 [1229] PartD. Preparation of 4-[4-(5,5,6,6,6-pentafluoro-hexyl)-piperidine-l- 

sulfonyI]-tetrahydro-pyran-4-carboxylic acid (tetrahydro-pyran-2-yloxy)-amide: 

U 

To a mixture of the crude acid from Part C (550.7 mg, 1.22 mmol), 1- 
hydrozybenzotriazole hydrate (247 mg, 1.83 mmol), THP-ONH 2 (200 mg, 1.71 mmol), 

20 and triethylamine (0.51 mL, 3.67 mmol) in dimethylformamide (4.0 mL) was added l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (326 mg, 1.71 mmol). The 
resulting mixture was stirred at 45°C overnight. Subsequently, the mixture was 
concentrated, partitioned between ethyl acetate and water, and poured onto 20 mL Chem- 
Elut tubes. The crude product was eluted with methylene chloride and ethyl acetate. 

25 Chromatography (on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in 
the form of a colorless oil (624.2 mg, 92.9% yield). NMR (CDC1 3 ) 5 1.13-1.43 (m, 7H), 
1.50-1.73(m, 8H), 1.76-1.88 (m, 3H), 1.92-2.06 (m, 2H), 2.14-2.27 (m, 4H), 2.92 (t, 2H), 
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3.43-3.54 (m, 2H), 3.59-3.66 (m, 1H), 3.74-3.84 (m, 2H), 3.90-3.99 (m, 3H), 4.97 (s, 1H), 
9.18 (s, 1H). ESMS m/z = 568.43 (M+NRt)*. 

112301 PartE. Preparation of 4-[4-(5,5,6,6,6-pentafluoro-hexyl)-piperidiiie-l- 
sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 




✓CF 3 

To the THP-protected hydroxamate from Part D (616.1 mg, 1.12 mmol) in methanol (4.0 
mL) was added 4M HC1 in 1,4-dioxane (200 fiL). After stirring for 1.5 hr, the mixture 
was concentrated under N 2 to afford the desired compound in the form of a colorless 
crystalline solid (343.7 mg, 75.4% yield). NMR (DMSO) 5 0.94-1.09 (m, 2H), i.16-1.24 
10 (m, 2H), 1.25-1.38 (m, 3H), 1.60 (d, 2H), 1.83 (dt, 2H), 2.07-2.24 (m, 2H), 2.31 (d, 2H), 
2.86 (t, 2H), 3.14 (t, 2H), 3.55 (d, 3H), 3.81 (dd, 2H), 9.15 (s, 1H), 10.95 (s, 1H). ESMS 
m/z = 467.2 (M+H) + . HRMS calcd. for CnHzsFsNaOsS H: 467.1634 (M+H) + . Found: 
467.1627. 

15 [12311 Example A54. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-heptyl> 

piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxyUc acid hydroxyamide: 




o 

[12321 Part A. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-hept-3-enyl)- 
piperidine-l-sulfonyl]-tetrahydro-pyran-4-carboxyUc acid tert-butyl ester: 

CH 3 O n O 




20 0 

To the phosphine from Example All (842 mg, 1.57 mmol) in anhydrous tetrahydrofuran 

(6.3 mL) at 0°C was added 1M LiN(TMS) (1.7 mL, 1.7 mmol) dropwise wlnle 

mdntaining the temperature at less than 5°C. Upon completion of addition, the mixture 

was stirred at 0°C for 15 min. Afterward, the aldehyde from Example A8 (51 1.5 mg, 1.31 

25 mmol) in anhydrous tetrahydrofuran (1 .8 mL) was added dropwise while maintaining the 
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temperature at less than 5°C. The cooling bath was then removed, and the mixture was 
stirred at room temperature overnight. Subsequently, the mixture was poured into stirring 
ether (75 mL) and filtered. The filtrate was washed with IN HC1 (3 x 75 mL), saturated 
sodium bicarbonate (3 x 75 mL), and brine (100 mL); dried over magnesium sulfate; and 

5 concentrated to crude oil. Chromatography (on silica, ethyl acetate/hexanes) afforded the 
alkene in the form of a colorless oil (626.8, 92.4% yield). NMR (CDC1 3 ) 5 1.17-1.43 (m, 
5H), 1.53 (s, 9H), 1.68 (d, 2H), 2.02-2.18 (m, 4H), 2.33 (d, 2H), 2.79 (dt, 2H), 2.93 (t, 
2H), 3.31 (dt, 2H), 3.78 (d, 2H), 3.97 (dd, 2H), 5.33-5.47 (m, 1H), 5.64-5.77 (m, 1H). 
ESMS m/z = 520.41 (M+H) + . 

10 [12331 PartB. Preparation of 4-l4-(6,6,7,7,7-pentafluoro-heptyl>piperiduie- 

l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid tert-butyl ester: 



The alkene from Part A (613.5 mg, 1.181 mmol) was combined with tetrahydrofuran (5 
mL). Afterward, 10% Pd/C (0.31 g) was added. The mixture was then stirred on a Parr 
1 5 hydrogenator at 40 psi for 1 hr. Subsequently, the mixture was filtered through celite and 
concentrated, affording the ester in die form of a crystalline solid (609.9 mg, 99.0% yield). 
NMR(CDC1 3 ) 5 1.16-1.44 (m, 8H), 1.49-1.76 (m, 14H), 1.90-2.20 (m, 4H), 2.34 (d, 2H), 
2.94 (t, 2H), 3.33 (d, 2H), 3.79 (d, 2H), 3.98 (dd, 2H). ESMS m/z = 522.39 (M+H) + . 



The ester of Part B (602.8 mg, 1.156 mmol) was bydrolyzed in 1:1 trifluoroacetic 
acid:methylene chloride (4 mL) at room temperature for 1 hr. The mixture was then 
concentrated under N 2 to afford the desired acid (537.2, 99.9% yield). This material was 
25 used in the next step without further purification. NMR (CD3OD) b 1.09-1.45 (m, 

911)1.51-1.62 (m, 2H), 1.70 (d, 2H), 2.00-2.16 (m, 4H), 2.32 (d, 2H), 2.94 (dt, 2H), 3.34 
(dt, 2H), 3.76 (d, 2H), 3.93 (dd, 2H). ESMS m/z = 483.34 (M+NH0 + . 




9 H 3 9 O P 



[1234] Part C. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-heptyl>-piperidine- 
20 l-sulfonyll-tetrahydro-pyran-4-carboxylic acid: 

9 o P 
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11235] PartD. Preparation of 4-[4-(6,6,7,7,7-pentafluoro-heptyI)-piperidine- 
l-sutfonyl]-tetrahydro-pyran-4^ 



To amixture of the crude acid from Part C (533.2 mg, 1.145 mmol), 1- 
5 hydrozybenzotriazole hydrate (232 mg, 1.72 mmol), THP-ONH 2 (1 88 mg, 1.61 mmol), 
and triethylamine (0.48 mL, 3.45 mmol) in dimethylformamide (4.0 mL) was added l-(3- 
dimethylammopropyl)-3-emylcarbodinm^^ 1.6 mmol). The 

resulting mixture was stirred at 45°C overnight. Subsequently, the mixture was 
concentrated, partitioned between ethyl acetate and water, and poured onto 20 mL Chem- 
10 Elut tubes. The crude product was eluted with methylene chloride and ethyl acetate. 

Chromatography (on silica, ethyl acetate/hexanes) afforded the protected hydroxamate in 
the form of a colorless oil (599.3 mg, 92.7% yield). NMR (CDC1 3 ) 8 1.13-1.41 (m, 8H), 
1.51-1.72 (m, 8H), 1.74-1.88 (m, 3H), 1.91-2.07 (m, 2H), 2.13-2.27 (m, 4H), 2.90 (t, 2H), 
3.48 (dq, 2H), 3.59-3.66 (m, 1H), 3.73-3.84 (m, 2H), 3.89-3.99 (m, 3H), 4.97 (s, 1H), 9.1* 

15 (s, 1H). ESMS m/z = 582.45 (M+NH4) + - 

112361 PartE. Preparation of 4-[4-(6,6,7,7,7-pentanuoro-heptyi)-piperiduie- 

l-sulfonyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide: 



To the THP-protected hydroxamate from Part D (589.5 mg, 1.04 mmol) in methanol (4.0 
20 mL) was added 4M HC1 in 1,4-dioxane (200 pL). After stirring for 1 hr, the mixture was 
concentrated under N 2 to afford the desired compound in the form of a colorless 
crystalline solid (482.9 mg, 96.3% yield). NMR (DMSO) 5 0.95-1.07 (m, 2H), 1.1 1-1.20 
(m, 2H), 1.22-1.46 (m, 5H), 1.43-1.52 (m, 2H), 1.61 (d, 2H), 1,84 (dt, 2H), 2.06-2.24 (m, 
2H), 2.30 (d, 2H), 2.84 (t, 2H), 3.14 (t, 2H), 3.55 (d, 2H), 3.82 (dd, 2H), 9.15 (s, 1H), 
25 10.95 (s, 1H). ESMS m/z = 481.2 (M+H) + . HRMS calcd. for C18H30F5N2O5S H: 
481.1790 (M+H) + . Found: 481.1824. 
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11237] Example A55. Preparation of N-hydroxy-l-({4-[5-(3,3,4,4,4- 
pentafluorobutyl)pyridin-2-yl]piperidin-l-yl}sulfonyl)cyclopentanecarboxamide 

hydrochloride: 




F 



5 |1238] Part A. To a slurry of zinc dust (6.32 g, 96.6 mmol) in tetrahydrofuran (20 

mL) was added 1,2-dibromoethane (0.58 mL, 6.7 mmol). The slurry was heated to reflux 
with a heat gun 3 times. After cooling to ambient temperature the third time, 
trimethylsilyl chloride (0.96 mL, 7.6 mmol) was added. After 20 min, l-iodo-3 ,3,4,4,4- 
pentafluorobutane (19.62 g, 71.6 mmol) was added. The iodide was consumed after 1 hr 
10 of stirring at ambient temperature. The resulting organozinc mixture was added via 

syringe to a mixture of the t-butyl methylene compound of Example A27, Part B (20.0 g, 
47.7 mmol) in N,N-dimethylacetamide (40 mL). Dichlorobis(benzonitrile)palladium(II) 
(695 mg, 1.8 mmol) and 2-(dicyclohexylphosphino)biphenyl (919 mg, 2.62 mmol) were 
then added, and the resulting mixture was heated to 50°C for 18 hr. Subsequently, the 
15 mixture was filtered through Celite, rinsing with ethyl acetate. The organic mixture was 
then washed with water and saturated NaCl, and dried over sodium sulfate. Trituration 
with hexane afforded the desired pentafluorobutyl methylene intermediate in the form of a 
yellow solid (20.5 g, 88% yield). MS MH+ for CzoI^CvtSFs: calc. 487, found 487. 

]1239] Part B. To a mixture of the methylene compound of Part A (1 .0 g, 2.06 
20 mmol) in N,N-dimethylformamide (5 mL) was added potassium carbonate (1 .70 g, 12.3 
mmol) and 18-crown-6 (163 mg, 0.62 mmol). 1,4-Dibromobutane (0.29 mL, 2.47 mmol) 
was then added, and the resulting mixture was heated to 80°C for 1 8 hr. Subsequently, the 
mixture was partitioned between ethyl acetate and water. The organic layer was washed 
with water and saturated NaCl, and dried over sodium sulfate. Chromatography (on silica, 
25 ethyl acetate/hexane) afforded the desired cyclopentyl intermediate as an oil (41 5 mg, 37% 
yield). MS MET 4 " for C24H33N2O4SF5: calc. 541, found 541. 

]1240] Part C. The cyclopentyl compound of Part B (400 mg, 0.74 mmol) was 
dissolved into neat trifluoroacetic acid (5 mL). After one hr the mixture was concentrated 
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in vacuo to provide the crude carboxylic acid. The acid was dissolved into N,N- 
dimethylformamide (3 mL) and 1-hydroxybenzotriazole (120 mg, 0.89 mmol), 4- 
methylmorpholine (0.41 mL, 3.7 mmol), OKtetrahyrdrc-2H-pyran-2-yl)hydroxylamine 
(130 mg, 1.11 mmol) and l-(3-dimemylammopropyl)-3-emylcarbodiimide hydrochloride 
5 (198 mg, 1 .04 mmol) were added. The mixture was stirred at ambient temperature for 1 8 
hr. The mixture was partitioned between ethyl acetate and water. The organic layer was 
washed with water and saturated NaCl and dried over sodium sulfate. Chromatography 
(on silica, ethyl acetate, hexane) afforded the desired THP hydroxamate intermediate as an 
oil (292 mg, 68% yield). MS MH 1 " for C^mNsOsSFj: calc. 584, found 584. 
10 [12411 Part D. The protected hydroxamate of Part C (282 mg, 0.48 mmol) was 

dissolved into 1,4-dioxane (1 mL) and methanol (1 mL). Afterward, 4M HC1 in dioxane 
(3 mL) was added. After 1 hr, the mixture was concentrated in vacuo. Addition of ethyl 
ether followed by vacuum filtration afforded the title compound in the form of a white 
solid (205 mg, 80% yield). HRMS calc. 500.1642, found 500.1663. 



15 



25 



[1242] Example A56. Preparation of N-hydroxy-l-({4-[5-(3,3,4,4,4- 
pentefluorobutyl)pyridm-2-yl]piperidm-l-yl}sulfonyl)cyclohexanecarboxamW 

hydrochloride: ' 




,CF 3 
F' *F 



20 [1243] Part A. To a mixture of the methylene compound of Example A55, Part 

A (1.0 g, 2.06 mmol) in N,N-(iimethylfonnamide (5 mL) was added a 60% NaH 
suspension in mineral oil (206 mg, 5.15 mmol). Subsequently, 1,5-Dibromopentane (0.34 
mL, 2.47 mmol) was added, and the resulting mixture was heated to 80°C for 1 8 hr. The 
mixture was then partitioned between ethyl acetate and water. The organic layer was 
washed with water and saturated NaCl, and dried over sodium sulfate. Chromatography 
(on silica, ethyl acetate/hexane) afforded a cyclohexyl intermediate in the form of an oil 
(183 mg, 16% yield). MS MH+ for C25H35N2O4SF5: calc. 555, found 555. 
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[1244| Part B. The cyclohexyl compound of Part A (1 80 mg, 032 mmol) was 
dissolved into neat trifluoroacetic acid (3 mL). After 1 hr, the mixture was concentrated in 
vacuo to provide the crude carboxylic acid. The acid was dissolved into N,N- 
dimethylformamide (3 mL). Afterward, 1-hydroxybenzotriazole (53 mg, 0.39 mmol), 4- 

5 methylmorpholine (0.18 mL, 1.6 mmol), 0~(tetrahyrdro-2H-pyran-2-yl)hydroxylainine 
(56 mg, 0.48 mmol), and l-(3-dime%laminopropyl)3-ethylcarbodiimide hydrochloride 
(86 mg, 0.45 mmol) were added. The resulting mixture was stirred at ambient temperature 
for 1 8 hr. The mixture was then partitioned between ethyl acetate and water. The organic 
layer was washed with water and saturated NaCl, and dried over sodium sulfate. 

10 Chromatography (on silica, ethyl acetate, hexane) afforded the desired protected 

hydroxamate intermediate as an oil (100 mg, 52% yield). MS MH* for C26H36N3O5SF5: 
calc. 598, found 598. 

[1245] Part C. The protected hydroxamate of Part B (97 mg, 0. 1 6 mmol) was 
dissolved into 1,4-dioxane (2 mL) and methanol (1 mL). Afterward, 4M HC1 in dioxane 

1 5 (2 mL) was added. After 1 hr, the mixture was concentrated in vacuo. Chromatography 
(on silica, acetonitrile/water) afforded die title compound in the form of a white solid (50 
mg, 57% yield). HRMS calc. 514.1799, found 514.1801. 

[1246] Example A57. Preparation of N-hydroxy-4-({4-[5-(2,2,2- 
20 trifluoroethoxy)pyridin-2-yllpiperidin-l-yl}sulfonyl)tetrahydro-2H-pyraii-4- 

carboxamide hydrochloride: 




[1247J Part A. To a mixture of tert-butyl 4- {[4<5-hy<koxypyridin-2-yl)piperidin- 
l-yl]sulfonyl}tetrahydro-2H-pyran-4-carboxylate (1.0 g, 2.34 mmol, 1 eq.) was added 
25 Cs 2 C0 3 (1 .5 g, 4.68 mmol, 2 eq.), followed by 2,2,2-trifluoroethyl 

trifluoromethanesulfonate (600 mg, 2.6 mmol, 1.1 eq.). The resulting slurry was stiired at 
room temperature for 4 hr. The mixture was then diluted with 75 mL of ethyl acetate and 
washed 3 x 75 mL of water and 1 x 74 mL of brine. The organic layer was dried over 
Na 2 S0 4 , and the solvent was removed in vacuo. The resulting oil was purified via Si0 2 
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chromatography (gradient: 10% ethyl acetate/hexanes to 100% ethyl acetate). This 
afforded 1.1 g of the desired t-butyl ester intermediate (92% yield). MS MH+ 
C22H31F3N206S calc: 509, found: 509. 1H and 19F MMR were consistent with the 
desired intermediate. 

5 112481 Part B. The t-butyl ester from Part A (1.1 g 2.16 mmol, 1 eq.) was 

combined with neat trifluoroacetic acid (3 mL). The resulting mixture was stirred at room 
temperature for 4 hr. Excess trifluoroacetic acid was then removed in vacuo. This 
afforded the desired carboxylic acid intennediate in the form of a paste. The paste was 
used in the next step without further purification. MS MH+ C18H24F3N206S calc: 453 

10 found 453. 

[12491 Part C. The carboxylic acid from Part B was combined with 1 1 mL of N- 
N' dimethyl fonnamide. Afterward, N-methyl morpholine (1 .1 g, 10.8 mmol, 5 eq.) and 
1-hydroxybenzotriazole (351 mg, 2.6 mmol, 1.2 eq.) were added. The resulting mixture 
was stirred at room temperature for 5 min. Subsequently, l-(3-dimemylaminopropyl)-3- 

15 ethylcarbodiimide hydrochloride (580 mg, 3.02 mmol, 1.4 eq.) was added, followed by O- 
(tetrahyrdro-2H-pyran-2-yl)hydroxylaniine (380 mg, 3.24 mmol, 1.5 eq.). The resulting 
mixture was stirred at room temperature for 1 8 hr. Afterward, the mixture was diluted 
with 75 mL of ethyl acetate; washed with 3 x 75 mL of water and 1 x 75 mL of brine; and 
dried over Na 2 S0 4 . After removing the solvent in vacuo, the resulting oil was purified via 

20 Si0 2 chromatography (gradient 10% ethyl acetate/hexanes to 100% ethyl acetate) to 
afford 940 mg of the desired THP-protected intermediate (79% yield). MS MH+ 
C23H33F3N307S calc: 552 found: 552. 1H and 19F NMR were consistent with the 

desired intermediate. 

[12501 Part D. The THP-protected compound from Part C was suspended in 5 
25 mL 4.0 N HCl/dioxane, and stirred at room temperature for 4 hr. The mixture was then 
diluted with methanol, and the solvent was removed in vacuo to afford 700 mg of the title 
compound as the HC1 salt (88% yield). Elemental analysis C18H25C1F3N306S calc: C: 
42.90, H: 5.00, N: 8.34, CI: 7.04, S: 6.36. found: C: 43.04, H: 5.33, N: 8.33, CI: 7.15, S: 
6.27. 1H and 19F NMR were consistent with the desired product 
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[1251] Example A58. Preparation of N-hydroxy-4-({4-[5-(2,2,3,3,3- 
pentafluoropropoxy)pyridin-2-yl]pip^ 
carboxamide hydrochloride: 



(1252] Part A. To a mixture of tert-butyl 4- {[4«(5-hydroxypyridin-2-yl)piperidin- 
l-yl]sulfonyl}tetrahydro-2H-pyran-4-carboxylate (500 mg, 1.17 mmol, 1 eq.) was added 
Cs 2 C0 3 (762 mg, 234 mmol, 2 eq.), followed by 3,3,3,2,2,-pentafluoropropyl 
trifluoromethanesulfonate (428 mg, 1.52 mmol, 1.1 eq.). The resulting slurry was stirred 
at room temperature for 4 hr. The mixture was then diluted with 50 mL of ethyl acetate 
and washed with 3x50 mL of water and 1 x 50 mL of brine. The organic layer was dried 
over Na 2 S04, and the solvent was removed in vacuo. The resulting oil was purified via 
Si0 2 chromatography (gradient: 10% ethyl acetate/hexanes to 100% ethyl acetate) to 422 
mg of the desired t-butyl ester product (64% yield). MS MH+ C23H32F5N206S calc: 
559 found 559. 1H and 19F NMR were consistent with the desired intermediate. 

[1253] Part B. The t-butyl ester from Part A (390 mg 0.70 mmol, 1 eq.) was 
combined with neat trifluoroacetic acid (3 mL). The resulting mixture was stirred at room 
temperature for 4 hr, after which excess trifluoroacetic acid was removed in vacuo to 
afford the desired carboxylic acid intermediate in the form of a paste. The paste was used 
in the next step without further purification. MS MH+ C19H24F5N206S calc 503 found 
503. 

[1254] Part C. The carboxylic acid from Part B was combined with 5 mL of N- 
N' dimethyl formamide. Afterward, N-methyl morpholine (354 mg, 3.5 mmol, 5 eq.), and 
1-hydroxybenzotriazole (1 13 mg, 0.84 mmol, 1.2 eq.) were added, and the resulting 
mixture was stirred at room temperature for 5 min. Subsequently, l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (187 mg, 0.98 mmol, 1.4 eq.) 
was added, followed by 0<tetrahyrcfro-2H-pyran-2-yl)hydroxylamine (123 mg, 1.05 
mmol, 1.5 eq.). The resulting mixture was stirred at room temperature for 18 hr. The 
mixture was then diluted with 75 mL of ethyl acetate, washed with 3 x 75 mL of water and 
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1 x 75 mL of brine, and dried over Na 2 S04. After removing the solvent in vacuo, the 
resulting oil was purified via SiC>2 chromatography (gradient 10% ethyl acetate/hexanes 
to 100% ethyl acetate) to afford 940 mg of the desired THP-protected intermediate (79% 
yield). MS MH+ C24H33F5N307S calc: 602 found: 602. 1H and 19FNMR were 
consistent with the desired intermediate. 

[1255] Part D. The THP-protected compound from Part C was suspended in 5 
mL 4.0 N HC1 dioxane. This mixture was then stirred at room temperature for 4 hr. 
Subsequently, the mixture was diluted with methanol, and the solvent was removed in 
vacuo to afford 290 mg (70% yield) of the title compound as an HC1 salt. Elemental 
analysis C19H25C1F5N306S calc: C: 41.20, H: 4.55, N: 7.59, CI: 6.40, S: 5.79. found: 
C: 41 .12, H: 4.73, N: 7.50, CI: 6.90, S: 6.31. 1H and 19F NMR were consistent with the 
desired product. 

[1256] Example A59. Preparation of N-hydroxy-4-({4-[5-(2,2,3,3- 
tetrafluoropropoxy)pyridin-2-yl]piperi 
carboxamide hydrochloride: 



[1257] Part A. To a mixture of terf-butyl 4- {[4-(5-hydroxypyridin-2-yl)piperidin- 
l-yl]sulfonyl}tetrahydro-2H-pyran-4-carboxylate (750 mg, 1.75mmol, 1 eq.) was added 
Cs 2 C0 3 (1.14 g, 3.5 mmol, 2 eq.), followed by 3,3,2,2,-tetrafluoropropyl 
trifluoromethanesulfonate (600 mg, 2.27 mmol, 1.3 eq.). The resulting slurry was stirred 
at room temperature for 16 hr. The mixture was then diluted with 50 mL of ethyl acetate 
and washed 3 x with 50 mL of water and 1 x 50 mL of brine. The organic layer was dried 
over Na 2 S0 4 , and the solvent was removed in vacuo affording an oil. The oil was purified 
via Si0 2 chromatography (gradient: 10% ethyl acetate/hexanes to 100% ethyl acetate) to 
afford 857 mg of the desired t-butyl ester intermediate (90% yield). MS MH+ 
C23H33F4N206S calc: 541 found 541. 1H and 19F NMR were consistent with the 
desired intermediate. 
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[1258] Part B. The t-butyl ester from Part A (857 mg 1.58 mmol, 1 eq.) was 
combined with neat trifluoroacetic acid (5 mL). The resulting mixture was stirred at room 
temperature for 4 hr, after which the excess trifluoroacetic acid was removed in vacuo to 
afford the desired carboxylic acid intermediate in the form of a paste. The paste was used 
5 in the next step without further purification. MS MH+ C19H25F4N206S calc 485 found 
485. 

[1259] Part C. The carboxylic acid from Part B was combined with 10 mL of N- 
N' dimethyl formamide. Subsequently, N-methyl morpholine (800 mg, 7.9 mmol, 5 eq.) 
and 1-hydroxybenzotriazole (255 mg, 1.89 mmol, 1.2 eq.) were added. The resulting 

10 mixture was stirred at room temperature for 5 min. Then, l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (423 mg, 2.21 mmol, 1.4 eq.) was added, followed by O- 
(tetrahyrdro-2H-pyran-2-yl)hydroxylamine (277 mg, 2.37 mmol, 1.5 eq.). The resulting 
mixture was stirred at room temperature for 1 8 hr. Afterward, the mixture was diluted 
with 75 mL of ethyl acetate, washed with 3 x 75 mL of water and 1 x 75 mL of brine, and 

15 dried over Na2S04. The solvent was removed in vacuo to afford an oil. The oil was 
purified via SiCh chromatography (gradient 10% ethyl acetate/hexanes to 100% ethyl 
acetate) to afford 700 mg of the desired THP-protected intermediate (76% yield). MS 
MH+ C24H34F4N307S calc: 584 found: 584. 1H and 19F NMR were consistent with the 
desired intermediate. 

20 [1260] Part D. The THP-protected compound from Part C was suspended in 5 

mL 4.0 N HCl/dioxane. The resulting mixture was then stirred at room temperature for 4 
hr. Afterward, the mixture was diluted with methanol, and the solvent was removed in 
vacuo to afford 442 mg (75% yield) of the title compound as an HC1 salt. Elemental 
analysis C19H26C1F4N306S calc: C: 41.20, H: 4.55, N: 7.59, CI: 6.40, S: 5.79. found: 

25 C: 41.12, H: 4.73, N: 7.50, CI: 6.90, S: 6.31. 1H and 19F NMR were consistent with the 
desired product. 
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[1261] Example A60. Preparation of 2-ethyl-N-hydroxy-2-({4-[5-(3^4 A 
pentafluorobutyI)pyridm-2-yfl hydrochloride: 



[1262] Part A. To tert-butyl ({4-[5-(3,3 J 4,4,4-pentafluorobutyl)pyridin-2- 
5 yl]piperidin-l-yl}sulfonyl)acetate (1.0 g, 2.05 mmol, 1 eq.) and a 60%(w/w) NaH 

dispersion in mineral oil (205 mg 5.15 mmol 2.5 eq.) under argon was added 10 mL of dry 
N-N' dimethylformamide with some effervescence. This slurry was stirred at room 
temperature for 30 min. Afterward, ethyl iodide (935 mg, 6.0 mmol, 3 eq.) was added in 
one portion, and the mixture was stirred at room temperature under argon for 18 hr. Water 
10 (5 ml) was then added dropwise. The resulting mixture was diluted with 50 mL of ethyl 
acetate, and washed 3 x with 50 mL of water and 1 x 50 mL of brine. The organic layer 
was dried over Na 2 S0 4 , and the solvent was removed in vacuo to afford an oil. The oil 
was purified via Si0 2 chromatography (gradient: 10% ethyl acetate/hexanes to 100% ethyl 
acetate) to afford 720 mg of the desired t-butyl ester intermediate (65% yield). MS MH+ 
15 C24H36F5N204S calc: 543 found 543. lHand 19FNMR were consistent with the 
desired intermediate. 

[1263] Part B. The t-butyl ester from Part A (670 mg 1 .23 mmol, 1 eq.) was 
combined with neat trifluoroacetic acid (5 mL). The resulting mixture was stirred at room 
temperature for 4 hr. Excess trifluoroacetic acid was then removed in vacuo to afford the 
20 desired carboxylic acid intermediate in the form of a paste. This paste was used in the next 
step without further purification. MS MH+ C20H29F5N2O4S calc 487 found 487. 

[1264] Part C. The carboxylic acid from Part B was combined with 10 mL for 
N-N' dimethyl formamide. Afterward, n-methyl morpholine (622 mg, 6.15 mmol, 5 eq.) 
and 1-hydroxybenzotriazole (200 mg, 1.47 mmol, 1.2 eq.) were added. The resulting 
25 mixture was then stirred at room temperature for 5 min. Subsequently, l-(3- 

dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (330 mg, 1.72 mmol, 1.4 eq.) 
was added, followed by 0-(tetrahyrdro-2H-pyran-2-yl)hydroxylamine (215 mg, 1.84 
mmol, 1.5 eq.). The resulting mixture was stirred at room temperature for 18 hr. The 
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mixture was then diluted with 75 mL of ethyl acetate, washed 3 x 75 mL of water and 1 x 
75 mL brine, and dried over Na 2 S0 4 . The solvent was removed in vacuo to afford an oil. 
This oil was purified via SiC>2 chromatography (gradient 10% ethyl acetate/hexanes to 
100% ethyl acetate) to afford 420 mg of the desired THP-protected intermediate (58% 
yield). MS MH+ C25H37F5N305S calc: 586 found: 586. 1H and 19F NMR were 
consistent with the desired intermediate. 

[1265] Part D. The THP-protected compound from Part C was suspended in 5 
mL 4.0 N HC1 dioxane. This mixture was then stirred at room temperature for 4 hr. 
Subsequently, the mixture was diluted with methanol, and the solvent was removed in 
vacuo to afford 300 mg of the title compound as an HC1 salt (87% yield). MS MH+ 
C20H28F5N3O4S calc: 502 found: 502. 1H and 19F NMR were consistent with the 
desired product. 

[1266] Example A61. Preparation of N-hydroxy-4-methoxy-2-(2- 
methoxyethyl)-2-({4-[5-(3 y 3,4,4,4-pentafluorobutyl)pyridin-2-yI]piperidin-l- 
yl}sulfonyl)butanamide hydrochloride: 



[1267] Part A. To tert-butyl ({4-[5-(3,3,4,4,4-pentafluorobutyl)pyridin-2- 
yl]piperidin-l-yl}sulfonyl)acetate (1.5 g, 3.08 mmol, 1 eq.) and a 60% (w/w) NaH 
dispersion in mineral oil (308 mg, 7.71 mmol, 2.5 eq.) was added 10 mL of dry N-N' 
dimethylformamide with some effervescence. This slurry was stirred at room temperature 
for 30 min. Afterward, bromoethylmethyl ether (1.07g 7.71 mmol, 2.5 eq.) was added in 
one portion. The mixture was then heated at 75°C under argon for 75 hr. At 24 and 48 hr, 
2 more equivalents of NaH and bromoethylmethyl ether were added, respectively. Water 
(5 mL) was then added dropwise. The resulting mixture was diluted with 75 mL of ethyl 
acetate, amd washed 3 x with 75 mL of water and 1 x 50 mL of brine. The organic layer 
was dried over Na 2 S04, and the solvent was removed in vacuo to afford an oil. The oil 
was purified via Si(>2 chromatography (gradient: 10% ethyl acetate/hexanes to 100% ethyl 
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acetate) to afford 625 mg of the desired t-butyl ester intermediate (33% yield). MS MH+ 
C26H40F5N2O6S calc: 603 found 603. 1H and 19F NMR were consistent with the 
desired intermediate. 

[12681 Part B. The t-butyl ester from Part A (600 mg 1.0 mmol, 1 eq.) was 
combined with neat trifluoroacetic acid (4 mL). The resulting mixture was stirred at room 
temperature for 4 hr. Excess trifluoroacetic acid was then removed in vacuo to afford the 
desired carboxylic acid in the form of a paste. The paste was used in the next step without 
further purification. MS MH+ C22H32F5N206S calc 547 found 547. 

112691 Part C. The carboxylic acid from Part B was combined with 5 mL for N- 
N' dimethyl formamide. Afterward, N-methyl morpholine (505 mg, 5 mmol, 5 eq.) and 1- 
hydroxybenzotriazole (162 mg, 1.2 mmol, 1.2 eq.) were added. The resulting mixture was 
stirred at room temperature for 5 min. Subsequently, l-(3-dtoemylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (268 mg, 1.4 mmol, 1.4 eq.) was added, followed by O- 
(tetrahyrdro-2H-pyran-2-yl)hyteylamine (175 mg, 1.5 mmol, 1.5 eq.). The resulting 
mixture was stirred at room temperature for 18 hr. The mixture was then diluted with 50 
mL of ethyl acetate, washed 3 x 50 mL of water and 1 x 50 mL of brine, and dried over 
Na 2 S0 4 . The solvent was removed in vacuo to afford an oil. The oil was purified via 
SiCb chromatography (gradient 10% ethyl acetate/hexanes to 100% ethyl acetate) to yield 
200 mg of the desired THP-protected intermediate (31% yield). MS MH+ 
C27H40F5N3O7S calc: 646 found: 646. 1H and 19F NMR were consistent with the 

desired intermediate. 

[1270] Part D. The THP-protected compound from Part C was suspended in 5 
mL 4.0 N HC1 dioxane. The resulting mixture was stirred at room temperature for 4 hr. 
Afterward, the mixture was diluted with methanol, and the solvent was removed in vacuo. 
The product was then purified by reverse phase prep HPLC to afford 60 mg of the title 
compound as an HC1 salt (32% yield). MS MH+ C22H33F5N306S calc: 562 found: 562. 
1H and 19F NMR were consistent with the desired product. 
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[1271] Example A62. Preparation of l-cyclopropyI-4-({4-[3-fluoro-4-(4,4,4- 
trifluorobutyl)phenyl]piperazin-l-yl}sulfonyl)-N-hydroxypiperidine-4-carboxamid 
hydrochloride: 




A 



2HC1 

[1272) Part A* Preparation of triphenyl-(4,4,4-trifluoro-butyl)-phosphonium, 



iodide: 




A mixture of triphenylphosphine (1.62 g, 6.18 mmol) and l,l,l-tiiauoro-4-iodo-propane 
(1.53 g, 6.83 mmol) in DMF (3 mL) was placed into a microwave at 150°C under 75 watts 
10 for 30 min. The mixture was then concentrated in vacuo to afford an oil. The oil was 

triturated with ether several times to afford 2.86 g (95% yield) of the desired compound in 
the form of a white solid. MS: m/z = 359 (M 4 ). 

[1273] Part B. Preparation of 4-chloro-2-fluoro-l-(4 9 4,4-trifluoro-but-l-enyl)- 

benzene: 

Amixture of the product from Part A (5.81 g, 11.9 mmol), K 2 CO 3 (L80g, 13.0mmol), 
and 4-chloro-2-fluorobenzaldehyde (1.83 g, 11.6 mmol) in IPA (37 mL) were combined 
and heated for 3.5 hr at 80°C. The resulting mixture was then cooled to ambient 
temperature, diluted with water (300 mL), and extracted with hexane (3x100 mL). The 
20 organic layer was washed with water (2x100 mL), dried over MgS0 4 , and concentrated in 
vacuo to afford 2.26 g (82% yield) of the desired compound in the form of a clear, 
colorless liquid. Proton NMR in CDC1 3 was consistent with the desired product in the 
form of a mixture of cis and trans isomers. 
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[1274] Part C. Preparation of ^chlor^-fluoro-l^^^trifluoro-butyl)- 



benzene: 




The product from Part B (2.20 g,9.22 mmol) in ethanol was hydrogenated at 5 psi for 2 hr 
5 over a catalytic amount of 5% Pt/C. The mixture was then diluted with water (300 mL) 
and extracted with ethyl acetate (3x100 mL). The organic layer was washed with water 
(3x100 mL) and brine (100 mL), dried over MgS0 4 , and concentrated in vacuo to afford 
1.88 g (85% yield) of the desired compound in the form of a clear, colorless liquid. Proton 
NMR in CDCb was consistent with the desired product. 
10 [1275] Part D. Preparation of 4-metiianesulfonyl-piperazine-l-carboxylic acid 

tert-butyl ester: , 



To a 14°C CH 2 C1 2 mixture (500 mL) of t-butyl 1-piperazinecaiboxylate (50.0 g, 246 

mmol) and triethylamine (68.6 mL, 492 mmol) was added (dropwise) a CH 2 C1 2 solution 
15 (150 mL) of methanesulfonyl chloride (17.1 mL, 222 mmol). The resulting mixture was 

stirred at ambient temperature for 2 hr. The mixture was then washed with 1 .0 N 

HCl aq (200 mL), saturated NaC0 3aq (200 mL), water (2x200 mL) and brine (200 mL); 

dried over MgS0 4 ; and concentrated in vacuo to afford 57.7 g (98% yield) of the desired 

compound in the form of a white solid. 
20 [1276] Part E. Preparation of 4-tert-butoxycarbonylmethanesulfonyl- 

piperazine-l-carboxylic acid tert-butyl ester: 




O CH 3 




O CH 3 

To a -79°C tetrahydrofuran solution (100 mL) of Part D (8.88 g, 33.6 mmol) was added 
dropwise 1.0 N lithium bis(trimethylsilyl)amide in tetrahydrofuran (100 mL, 100 mmol). 
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After the addition, the mixture was warmed up to 0°C, and then cooled again to -79°C. A 
tetrahydrofuran solution (10 mL) of t-butylcarboxylate anhydride (9.10 g, 41.7 mmol) was 
then added dropwise to the mixture. The mixture was then allowed to warm up to 0°C. 
Subsequently, the reaction was quenched with saturated NEUClfcq) (1 100 mL), and 
5 extracted with ethyl acetate (3 x 250 mL). The organic layer was washed with water (2 x 
250 mL) and brine (250 mL), dried over MgS0 4 , and concentrated in vacuo to afford a 
solid. The solid was recrystallized from an ethyl acetate/hexane solution to afford 9.99 g 
(82% yield) of the desired compound in the form of a white, crystalline solid. MS: m/z - 
364 (M+). 

10 |1277| PartF. Preparation of 4-(l-benzyl-4-tert-butoxycarbonyl-piperidine-4- 

sulfonyl)-piperazine-l-carboxylic acid tert-butyl ester: 



A mixture of the product from Part E (9.90 g, 27.2 mmol), bis(2-chloroethyl)benzylamine 
(7.57 g, 32.6 mmol), 18-crown-6 ether (2.39 g, 9.07 mmol), andK 2 C0 3 (11.2 g, 81.5 

15 mmol) in DMF (50 mL) was heated at 57°C for 1 8 hr. Subsequently, the mixture was 
cooled to ambient temperature, diluted with water (350 mL), and extracted with ethyl 
acetate (3x1 00 mL). The organic layer was washed with water (2x100 mL) and brine (100 
mL), dried over MgS0 4 , and concentrated in vacuo to afford a solid. The solid was 
triturated with hot methanol (lmL per g of solid), collected by filtration, and washed with 

20 ethyl ether to afford 7.61 g (54% yield) of the desired compound in the form of a white 
solid. MS: m/z = 524 (M+H). 

[1278] Part G. Preparation of 4-(4-tert-butoxycarbonyl-piperidine-4- 
sulfonyl)-piperazine-l-carboxylic acid tert-butyl ester: 
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The product from Part F (7.42 g, 14.2 mmol) in ethanol-tetrahydrofiiran was 
hydrogenated at 60 psi for 5 hr over a catalytic amount of 20% Pd(OH) 2 /C at ambient 
temperature. Afterward, the mixture was filtered, concentrated in vacuo, triturated with 
ethyl ether, and concentrated in vacuo to afford 6.00 g (97% yield) of the desired 
compound in the form of a solid. MS: m/z = 434 (M+H). 

[1279] Part H. Preparation of 4-(4-tert-batoxycarbonyl-l-cyclopropyl- 
piperidine-4-sulfonyI)-piperazine-l-carboxylic acid tert-butyl ester: 



H3C-^ o . 



9* ft <\ N/ 0 

sC 



H 3 C 




O CH 3 



To a methanol solution (58 mL) of the product of Part G (3.00 g, 6.92 mL) and 

1 0 concentrated acetic acid (4.03 g, 69.2 mmol) was added [(1- 

ethoxycyclopropyl)oxy]trimethylsilane (1.81 mL, 9.02 mmol). After 10 min, sodium 
cyanoborohydride (1.96 g, 31.2 mmol) also was added. After refluxing for 2.5 hr, the 
mixture was concentrated in vacuo, diluted with ethyl acetate (150 mL), washed with 1.0 
N NaOH(aq) (2 x 25 mL), water (2 x 50 mL), and brine (50 mL); dried over MgS0 4 ; and 

1 5 concentrated in vacuo to afford 3.08 g (94% yield) of the desired compound in the form of 
a white solid. MS: m/z = 474 (M+H). 

[12801 Part I. Preparation of 4-(4-tert-butoxycarbonyl-l-cyclopropyl- 
piperidine-4-sulfonyl)-piperazine-l-carboxylic acid tert-butyl ester, 2HC1: 

9^ ft o w o 

2HC1 O CH 3 

20 To a methanol solution (2 mL) of the product of Part H (0.500 g, 1.06 mmol) was added a 
methanol solution (3 mL) of acetyl chloride (0.239 g> 3.17 mmol). The resulting mixture 
was stirred at ambient temperature for 3 days. Subsequently, the mixture was diluted with 
ethyl ether, and the solid was collected to afford 0.409 g (86% yield) of the desired 
compound in the form of a white solid. MS: m/z = 374 (M+H). 
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[1281J Part J. Preparation of l-cydopropyl-4-{4-[3-fluoro-4-(4 ) 4,4-trifluoro« 
butyl)-phenyI]-piperazine-l-sulfonyI}-piperidine-4-carboxylic acid tert-butyl ester: 



A mixture of the product of Part I (2.78 g, 622 mmol), the product of Part C (1 .80 g, 
5 7.48 mmol), palladium(ll) acetate (0.070 g, 0.312 mmol), sodium t-butoxide (0.836 g, 8.69 
mmol), and 2-(di-t-butylphosphino)biphenyl (0.185, 0.621 mmol) in toluene was heated at 
90°C for 18 hr. The mixture was then diluted with water (350 mL) and extracted with ethyl 



x 100 mL) and brine (100 mL), dried over MgSCU, and concentrated in vacuo to afford a 
10 yellow oil. The oil was purified on silica gel (70 g), eluting with 0-100% ethyl acetate in 
hexane, to afford 0.638 g (17% yield) of the desired compound in the form of a yellow oil. 
MS: m/z = 578 (M+H). 

[1282] Part K. Preparation of l-cyclopropyl-4-{4-[3-fluoro-4-(4,4,4-trifluoro- 
butyl)-phenyI]-piperazine-l-sulfonyl}-piperidine-4-carboxylic acid, 2HC1: 



A solution of Part J (0.630 g, 1.09 mmol) in 4N HC1 in dioxane (2.7 mL, 10.9 mmol) was 
heated at 50°C until LCMS analysis indicated that the reaction was complete. The 
ambient solution was poured into ethyl ether, and a white precipitate was collected to 
afford 0.543 g (84% yield) of the desired compound in the form of a tan solid. MS: m/z = 
20 522 (M+H). 




acetate (3 x 100 mL). The organic layer was filtered through celite, washed with water (2 



15 
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[12831 Part L. Preparation of l-cyclopropyM-{4-[3-fluoro-4-(4,4,4-trifluoro- 
butyl)-phenyl]-piperatae-l^ 
pyran-2-yloxy>amide: 




5 To a mixture of the product of Part K (0.533 g, 0.897 mmol), N-hydxoxybenzotriazole 
(0.180 g, 1.33 mmol), and triethylamine (3.81 g, 3.77 mmol) in l-methyl-2-pyrroUdinone 
(3.83 mL) was added 0<tetrahydro-2H-pyi^-2-yl)hydroxylamine (0.179 g, 1.53 mmol), 
followed by l-(3-dimetoylammopropyl)-3-efoyte & 131 

mmol). After 18 hr at ambient temperature, more 0-(tetrahydro-2H-pyran-2- 
10 yl)hydroxylamine (0.050 g, 0.37 mmol) and H3-dimemylaminopropyl)-3- 

ethylcarbodiimide hydrochloride (0.050 g, 0.26 mmol) were added to the mixture. The 
mixture was then stirred for an additional 24 hr. Subsequently, the mixture was diluted 
with water (200 mL) and extracted with ethyl acetate (3 x 50 mL). The organic layer was 
washed with water (2 x 50 mL) and brine (50 mL), dried over MgS0 4 , and concentrated in 
vacuo to afford an oil. The crude material was purified on silica gel (20 g), eluting with 0- 
100% ethyl acetate in hexane. to afford 0.466 g (84% yield) of the desired compound in 

the form of a yellow oil. 

[1284] Part M. Preparation of l-cyclopropyl-4-({4-[3-fluoro-4-(4,4,4- 

trifluorobutyl)phenyl]piperazm^ 

20 hydrochloride: 




To a methanol solution (4.8 mL) of the product of Part L (0450 g, 0.725 mmol) was 
added in one portion a methanol solution (2.4 mL) of acetyl chloride (0.273 g, 3.61 
mmol). A solid began to precipitate after 5 min at ambient temperature. The solution was 
25 diluted with ethyl ether and concentrated in vacuo, and then diluted again with ethyl ether 
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and concentrated in vaaio to afford 0.345 g (78% yield) of the desired compound in the 
form of a white solid. HRMS for C23H33N4O4F4S showed M* H f0U nd = 537.2142 (M fH calc = 
537.2159) 

5 [1285] Example A63. Preparation of 4-({4-[5-(3,3-difluorobutyl)pyridra-2- 

yI]piperidin-l-yl}sulfonyl)-N-hydroxytetrahydro-2H-pyran-4-carboxamide 
hydrochloride: 




F F 

[1286] Part A. To a mixture of 2-chloro-5-iodopyridine (6.76 g, 28.2 mmol) in 50 

10 mL N,N-dimethylformamide was added l-buten-3-ol (24.4 mL, 282.3 mmol), palladium 
acetate (0.64 g, 2.82 mmol), tetrabutylammonium chloride (0.79 g, 2.82 mmol), and 
sodium bicarbonate (5.94 g, 70.6 mmol). The resulting mixture was stirred at 50°C for 5 
hr, and then quenched with water (20 mL). Subsequently, the mixture was diluted with 20 
mL of ethyl acetate and filtered through a pack of celite. The organic layer was separated 

1 5 from the filtrate, and the aqueous layer was further extracted with ethyl acetate. The 

organics were combined, washed with saturated NaCl solution, and dried over magnesium 
sulfate. Chromatography (on silica, ethyl acetate/hexane) afforded the desired 4-(6- 
cMoropyridin-3-yl)butan-2-one intermediate in the form of a yellow oil (4.01 g, 77% 
yield). MS MH* for C 9 H 10 C1NO: calc. 184, found 184. 

20 [1287] Part B. To a solution of the product of Part A (1.83 g,10 mmol) in 5 mL 

of methylene chloride was added jbis(2-methoxyethyl)amino] sulfur trifluoride (3.76 g, 17 
mmol) and 92 mg of ethanol. The mixture was stirred at ambient temperature for 40 hr. 
Subsequently, the mixture was poured into a 25 mL saturated sodium bicarbonate solution. 
After carbon dioxide evolution ceased, the mixture was extracted with methylene chloride. 

25 The resulting organics were dried over magnesium sulfate. Chromatography (on silica, 
ethyl acetate/hexane) afforded the desired 2-chloro-5-(3,3-difluorobutyl)pyridine 
intermediate in the form of a colorless oil (1.30 g, 63% yield). MS Mtf" for C 9 Hi 0 ClF 2 N: 
calc. 206, found 206. 
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[12881 Part C. To a solution of the product of Part B (0.50 g, 2.44 mmol) in 12 
mL ethylene glycol dimethyl ether was added tert-butyl 4-{[4-(4,4,5,5-tetramethyl-l,3,2- 
dioxaborolan-2-yl)-3,6-dihydro^ 

carboxylate (L28 g, 2.80 mmol), tetrakis(tri-phenylphosphine) palladium (145 mg), and 
5 potassium carbonate (0.42 g, 3.05 mmol) in 2 mL of water. The mixture was stirred at 
73°C under N2 for 15 hr. The mixture was then partitioned between ethyl acetate and 
water. The organic layer was washed with saturated NaCl and dried over magnesium 
sulfate. Some solid precipitated during the concentration. The solid was triturated with 
ethyl acetate/hexane and filtered. The filtrate was concentrated and chromatographed (on 
10 silica, ethyl acetate/hexane) to afford an additional quantity of the desired tert-butyl 4- {[5- 
(3,3Khfluorobutyl)-3\6'-dihy(ko-2,^ 

carboxylate intermediate. This procedure afforded a total of 0.99 g of this compound in 
the form of a yellow solid (81% yield). MS Mtf" for Ca^^NaOsS: calc. 501, found 
501. 

1 5 [1289] Part D. The product from Part C (665 mg, 1 .33 mmol) was dissolved in 

ethanol, and then hydrogenated under 40 psi at room ambient temperature for 12 hr using 
chlorotris(triphenylphosphine) rhodium as a catalyst. The mixture was then concentrated 
and chromatographed (on silica, ethyl acetate/hexane) to afford the desired tert-butyl 4- 
( {4-[5-(33-difluorobutyl)pyridin-2-yl]piperidin- 1 -yl} sulfonyl)tetrahydro-2H-pyran-4- 

20 carboxylate intermediate in the form of a yellow solid (550 mg, 82% yield). MS MKT** for 
C24H36F2N2O5S: calc. 503, found 503. 

[1290] Part E, The product from Part D (700 mg, 1 .39 mmol) was dissolved in 
neat trifluoroacetic acid (10 mL). After 2 hr, the mixture was concentrated in vacuo to 
provide the crude carboxylic acid. The acid was dissolved in N,N-dimethylformamide (10 

25 mL). Subsequently, 1-hydroxybenzotriazole (221 mg, 1.63 mmol), 4-methylmorpholine 
(0.60 mL, 5.42 mmol), 0-(tetrahyrdro-2i/-pyran-2-yl)hydroxylamine (407 mg, 3.48 
mmol), and l-(3-dimethylaminopmpyl)-3-ethylcarbodiimide hydrochloride (666 mg, 3.48 
mmol) were added. The mixture was stirred at ambient temperature for 1 8 hr. The 
mixture was then partitioned between ethyl acetate and water. The organic layer was 

30 washed with saturated NaCl and dried over magnesium sulfate. Chromatography (on 
silica, ethyl acetate/hexane) afforded the desired 4-({4-[5-(3,3-difluorobutyl)pyridin-2- 
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yl]piperidm-l-yl}sulfonyl)-N-(tetrahydro-2H-pyran-3-y 

carboxamide intermediate in the form of a white solid (580 mg, 77% yield). MS MET 1 " for 
C 2 5H37F2N 3 06S: calc. 545, found 545. 

[1291J Part F. The product of Part E (580 mg, 1 .06 mmol) was dissolved in 4M 
5 HC1 in dioxane (10 mL). After 15 hr, the mixture was concentrated in vacuo. The residue 
was triturated with acetone and filtered. The solid was washed with additional acetone 
and dried under high vacuum at 65°C for 12 hr to afford the title compound in the form of 
a white solid (437 mg, 89% yield). MS MH 4 " for C20H29F2N3O5S: calc. 462, found 462. 

10 [1292] Example A64. Preparation of N-hydroxy-4-{[4-(4-{3-[4- 

(trifluoromethoxy)phenyl]-l,2,4-oxadiazol-5-yl}butyl)piperidin-l- 
yl]sulfonyI}tetrahydro-2H-pyran-4-carboxamide: 




O-N 

[1293] Part A. Preparation of tert-butyl 4-4{[4-(methoxymethyl)piperdin-l- 
1 5 yl]sulfonyl}tetrahydro-2H-pyran-4-carboxylate: 

CH 3 O O p 



H 3 C ~ S ^ \ y-^°" CH 3 



o 

An oven-dried round-bottom flask (fitted with septa and a nitrogen needle) was charged 
with (methoxymethyl)triphenylphosphonium chloride (4.1 1 g, 12 mmol) and 
tetrahydrofuran (50 mL). The flask was immersed in an ice bath. AIM solution of 

20 lithium hexamethyldisilazide in tetrahydrofuran (13 mL, 13 mmol) was then added 

dropwise while maintaining the temperature at less than 5°C. After complete addition, the 
mixture was stirred with cooling for 15 min. Subsequently, a solution of tert-butyl 4-(4- 
oxopiperidm~l-yl)sulfonyl]tefr^ (3.47 g, 10 mmol) in 

tetrahydrofuran (10 mL) was added dropwise while maintaining the temperature at less 

25 than 5°C. After complete addition (approximately 30 min), the mixture was stirred with 
cooling for 15 min. The cooling bath was then removed, and the mixture was slowly 
warmed to room temperature and stirred overnight. Subsequently, diethyl ether (200 mL) 
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was added, which resulted in the formation of a yellow precipitate. This precipitate was 
removed by vacuum filtration. The filtrate was washed with 5% aqueous HC1 (3 x 100 
mL), saturated aqueous sodium bicarbonate (3 x 100 mL) 5 and brine (1 x 100 mL). The 
organic layer was then dried over magnesium sulfate and concentrated in vacuo. 

5 Purification by flash column chromatography (20-40% ethyl acetate/hexane) afforded 2.82 
g of the title compound in the form of a colorless, viscous oil (75% yield): 1H NMR 
(CDC1 3 ) 6 1.51 (s, 9H), 2.05-2.30 (m, 2H), 2.29 (m, 2H), 3.29 (m, 6H), 3.95 (dd, J = 11.4, 
4.2 Hz, 2H), 5.84 (s, 1H); LCMS m/z = 376 (M+H). 

[1294] Part B, Preparation of tert-butyl 4-[(4-formylpiperidin-l- 

1 0 yl)sulfonyl] tetrahydro-2H-pyran-4-carboxylate: 




A round-bottom flask was charged with the product of Part A (0.50 g, 1 .34 mmol), 
tetrahydrofuran (5 mL), and 5% aqueous HC1 (1 mL, 1.37 mmol). The resulting mixture 
was stirred at room temperature for 2 hr, and then heated to 50°C overnight. Afterward, 

15 the mixture was partitioned between diethyl ether (25 mL) and saturated aqueous sodium 
bicarbonate (25 mL), The organic layer was washed with brine (25 mL), dried over 
magnesium sulfate, and concentrated in vacuo. This resulted in isolation of 0.50 g 
(quantitative) product in the form of a yellow solid: 1HNMR(CDC1 3 ) 5 1.51 (s, 9H), 1.70 
(m, 2H), 1.93 (m, 2H), 2.08 (td, J = 12.4, 4.8 Hz, 2H), 2.29 (d, J = 12.4 Hz, 2H), 2.41 (m, 

20 1H), 3.1 1 (m, 2H), 3.29 (td, J = 12, 1.6 Hz, 2H), 3.70 (m, 2H), 3.95 (dd, J = 11.2, 4 Hz, 
2H), 9.65 (s, 1H); LCMS m/z = 362 (M+H). 

[1295] PartC. Preparation of: tert-butyl 4-({4-[(lE^E)-S-ethoxy-5-oxopenta- 
l^-dienyl]piperidin-l-yl}sulfonyl)tetrahydro-2H-pyran-4-carboxylate: 




25 A round-bottom flask (fitted with septa and an N 2 gas inlet) was charged with triethyl 4- 
phosphonocrotonate 90% (Aldrich, 3.8 g, 15.2 mmol), the product from Part B, lithium 
hydroxide hydrate (460 mg, 1 1 mmol), molecular sieves (4 angstrom, 10g), and 
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tetrahydrofuran (25 mL). The resulting white slurry was heated at 70°C for 6 hr. 
Afterward, the heating mantle was then removed. Water (50 mL) and ethyl acetate (100 
mL) were added, and the resulting mixture was filtered through a pad of celite by vacuum 
filtration. The filtrate was washed with water (50 mL) and brine (50 mL). The organic 
layer was dried over sodium sulfate and concentrated in vacuo. Crystallization occurred 
on standing to afford 3 g of the product in the form of a white crystalline solid (59% 
yield): 1H NMR (CDCI3) 5 ; LCMS m/z = 458.55 (M+H). 

[1296] Part D. Preparation of 5-(l-{[4-(tert-butoxycarbonyl)tetrahydro-2H- 
pyran-4-yl]sulfonyl}piperidin-4-yl)pentanoic acid: 



A 150 mL Parr shaker flask was charged with 10% palladium on carbon (degussa type, 2 
g) and a solution of the product from Part C (2.8 g, 6.0 mmol) in ethyl acetate (75 mL). 
The flask was placed under an H2 atmosphere and agitated at room temperature for 2.5 hr. 
Afterward, the mixture was filtered through celite and concentrated to afford an oil. The 
oil was dissolved in tetrahydrofuran (25 mL). Methanol (5mL) and aqueous NaOH ( 
2.5N, 5 mL) were then added. The resulting mixture was stirred for 12-15 hr at room 
temperature. Afterward, water (50 mL) and ethyl acetate were added. The organic layer 
was separated and washed with 6N aqueous HC1, dried over sodium sulfate, and 
concentrated in vacuo. Crystallization occurred on standing to afford 2 g of the product in 
the form of a white crystalline solid (77% yield): LCMS m/z = 434.03 (M+H). 

[1297) Part E. Preparation of: tert-Butyl-4-{[4-(4-{3-[4- 
(trifluoromethoxy)phenyl]-l,2,4-oxadiazol-5-yl}butyl)piperidin-l- 
yl]sulfonyl}tetrahydro-2H-pyran-4-pentanoate: 



In round bottom flask under N2, the butyric acid from "Part D. (2 g, 4.6 mmol) was 
dissolved in dry dimethylacetamide (20 mL). Next, the following reagents were added in 
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the following order: N-hydroxybenzotriazole hydrate (1 g, 7 mmol), triethylamine (2 mL, 
25.0 mmol), 4-(trifluoromethoxy)benzamidoxime (L5 g, 6.8 mmol), and l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (2 g, 10.0 mmol). After 24 hr 
at 70°C, the mixture was concentrated in vacuo. The residue was combined with ethyl 

. 5 acetate; washed with water, saturated NaHCOs, saturated NaCl solution; dried over 
Na2S04; filtered; and concentrated in vacuo. Chromatography (on silica, ethyl 
acetate/methanol/hexanes) afforded the desired oxazdiazole compound in the form of a 
light yellow oil (600 mg, 23% yield). LCMS m/z = 618[M+H]\ 

[12981 Part F. Preparation 4-{[4«(4-{3-[4-(trifluoromethoxy)phenyl]-l^,4- 

1 0 oxadiazol-5-yl}butyl)piperidin-l-yllsulfonyl}tetrahydro-2H-pyran-4-pentanoic acid: 




A round bottom flask was charged with the product of Part E (0.600 g, 0.69 mmol) and a 
1 : 1 mixture of trifluoroacetic acid and dichloromethane (1 mL). The mixture was stirred 
at room temperature for 5 hr and then concentrated in vacuo. The product was 

15 precipitated by the addition of diethyl ether. The resulting solid was collected by vacuum 
filtration. Further drying in vacuo afforded 540 mg of the desired compound in the form 
of a white solid (95% yield): LCMS m/z = 562 (M+H). 

[1299] PartG. Preparation of 4-(4-{4-[3-(4-trffluoromethoxy-ph 
[l£ 5 41oxadiazol-5-yI]-butyl}-piperidm 

20 acid (tetrahydro-pyran-2-yloxy)-amide: 

A round bottom flask was charged with the product from Part F (0.54 g, 0.96 mmol), 
hydroxybenotriazole,(100 mg, 0.7 mmol), a 0.5 M solution of THP-ONH 2 (0.17 g, 1.8 
mmol), triethylamine (0.33 mL, 2.4 mmol), and EDC (0.350 mg, 1.8 mmol). The resulting 
25 mixture was stirred at room temperature overnight, and then partitioned between water (25 
mL) and ethyl acetate (25 mL). The organic layer was washed with 5% aqueous HC1 (3 x 
25 mL), washed with brine (1X100 mL), filtered through a celite column, and 
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concentrated in vacuo. Purification using chromatography (on silica, ethyl 
acetate/methanol/hexanes) afforded the desired compound in the form of a light yellow oil. 

[1300] PartH. Preparation of N-hydroxy-4-{[4-(4-{3-[4- 
(trifluoromethoxy)phenyI]-l,2,4-oxadiazol-5-yI}butyl)piperidin-l- 
5 yl]sulfonyl}tetrahydro-2H-pyran-4-carboxamide 




A round bottom flask was charged with the oil from Part G in acetonitrile (10 mL) and 6 
N aqueous HC1 (2 mL). The resulting solution was stirred at room temperature for 60 
min. The volatile solvents were removed by passing a N 2 line over the surface of the 
10 vigorously stirring mixture. This resulted in the product separating from solution as a 
white solid. This solid was filtered and dried (220 mg) (50% yield after two reaction 
steps). LCMSm/z = 568(M+H). 

[1301] Example A65. Preparation of N-hydroxy-4-({4-[5-(3,3,4,4,4- 
1 5 pentafluorobutyl)pyrazin-2-yl]piperidin-l-yl}sulfonyl)tetrahydro-2H-pyran^ 
carboxamide: 



[1302] Part A. Tert-butyl4-{[4-(4A5,5-tetr^ 
3,6-dihydropyridin-l-(2H)-yl]sulfonyl}tetrahydro-2H-pyran-^ (10 g, 21.86 

20 mmol, Gateway Chemical), 2-bromo-5-iodopyrazine (6.23 g, 21.86 mmol, Gateway 
Chemical), toluene (105 mL), ethanol (32 mL), 2M Na 2 C0 3 (aq) (64 mL), and [1,1'- 
bis(diphenylphosphino)ferrocene]dichloropalladium(II), complex with CH2CI2 (1:1) 
(0.892 g, 1.1 mmol, Aldrich) were heated together under N 2 at 73°C for 3 hr and then 
cooled to ambient temperature overnight. The resulting mixture was diluted with ethyl 

25 acetate (300 mL) and deionized water (200 mL). The layers were separated, and the 
aqueous was back-extracted with ethyl acetate (100 mL). The combined ethyl acetate 
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layers were washed with 150 mL each of sat. NaHC03(aq) and brine, dried over MgS04> 
filtered, and concentrated to afford an oil in vacuo. The oil was purified by 
chromatography on silica (heaxnes/ethyl acetate) to afford 7.68 g (72% yield) of solids. 
[1303] Part B. Zn (dust, 325 mesh, 17.05 g, 262 mmol, Aldrich) and THF (60 
5 mL) were combined and stirred under N 2 at ambient temperature for 10 min. 1,2- 

Dibromoethane (1 .81 mL, 21 mmol, Aldrich) was then added, and the resulting mixture 
was brought to reflux 3 times under N 2 , cooling to ambient after each reflux in a water 
bath. The mixture was then cooled to 0°C in an ice bath, and chlorotrimethylsilane (2.93 
mL, 23 mmol, Aldrich) was added over a few minutes under N2. The mixture was stirred 
10 at 0°C for 5 min, and then allowed to warm to ambient temperature over 20 min with 

stirring under N 2 . Subsequently, l,l,l,2,2-pentafluoro-4-iodobutane (36 g, 131.16 mmol, 
Matrix Scientific) was added to the mixture. The mixture was then mixed at 40°C under 
N 2 for 90 min. The estimated concentration of organo-zinc iodide was 1.4 mmol/mL THF. 
The product from Part A (7.68 g, 15.72 mmol), N,N-dimethylacetamide (150 mL), 33.7 
15 mL (47.16 mmol) of the organo-zinc iodide in THF, bis(benzonitrile)dichloropalladium(II) 
(386 mg, 1 mmol, Aldrich), and 2-(dicyclohexylphosphino>2'-methylbiphenyl (613 mg, 
1.68 mmol, Strem Chemicals) were combined and stirred at 55°C under N 2 for 3 hr and 
then cooled to ambient temperature overnight. Subsequently, the mixture was diluted with 
ethyl acetate (400 mL) and deionized water (200 mL), and filtered through a bed of 
20 Celite®. The filter cake wash rinsed with ethyl acetate (100 mL), and the resulting filtrate 
layers were separated The aqueous layer was back-extracted with ethyl acetate (200 mL). 
The combined ethyl acetate layers were washed with 200 mL each of sat. NaHC03(aq) 
and brine, dried over MgSC>4, filtered, and concentrated. The resulting residue was 
triturated with hexanes, filtered, and dried in vacuo at 50°C for 2 hr to afford 8.0 g (92% 
25 yield) of the desired intermediate. 

[1304] Part C. The product from Part B was dissolved in CH 2 C1 2 (100 mL). 
Trifluoroacetic acid (100 mL) was then added. The resulting mixture was stoppered with 
a syringe needle vent overnight at ambient temperature. Subsequently, the solution was 
concentrated in vacuo to afford a residue that was triturated with Et 2 0/hexanes to form 
30 solids. The solids were filtered, washed with hexanes, and dried in vacuo at 50°C for 2 In- 
to afford 6.67 g (93% yield) of the desired intermediate in the form of solids. 

552 



BNSDOCID: <WO 03091 247A2_L> 



WO 03/091247 



PCT/US03/13123 



[1305] Part D. The solids from Part C (6.6 g, 13.21 mmol), 1- 
hydroxybenzotriazole (5.35 g, 39.63 mmol, Aldrich), and l-[3-dimethylamino)propyl]-3- 
ethylcarbodiimide hydrochloride (7.6 g, 39.63 mmol, Aldrich) were dissolved in N,N- 
dimethylfonnamide (20mL). The mixture was stoppered at ambient temperature for 10 
5 min. Subsequently, 4-methylmorpholine (10.9 mL, 99 mmol) and 0-(tetrahydropyranyl) 
hydroxylamine (4.64 g, 39.63 mmol, Carbogen) were added. The resulting mixture was 
mixed at ambient temperature overnight, and then poured into 300 mL ethyl acectate and 
1 50 mL deionized water. The layers were separated and the aqueous layer was back- 
extracted with ethyl acetate (150 mL). The combined ethyl acetate layers were washed 

10 with 150 mL each of sat. NaHC0 3 (aq), a 1:1 mixture of deionized watensaturated 

NaCl(aq) and saturated NaCl(aq), dried over MgS0 4 , and concentrated in vacuo to an oil. 
The oil was triturated with Et 2 0/hexanes to form solids that were slurried for 2 hr, filtered, 
and dried to a constant weight in vacuo at 50°C to afford 7.0 g (88.5% yield) of the desired 
intermediate. *H NMR confirmed structure of the compound. 

15 [1306] Part E. The product from Part D (6.0 g, 10.02 mmol) was dissolved in 

methanol (60 mL). Palladium on carbon (Degussa type, 10% Pd on C, 50% water by 
weight, 1 .3 g, Aldrich) was then added. The solution was deoxygenated and placed under 
a 50 p.s.i. H 2 atmosphere at ambient temperature. The mixture was mixed for 2.5 hr while 
maintaining the H 2 pressure at 50 psi. The resulting mixture was filtered through a pre- 

20 wetted (with methanol) bed of Celite®. The filter cake was washed with methanol (200 
mL), and the filtrate was concentrated in vacuo to afford the desired intermediate in the 
form of an oil (5.5 g, 91.7% yield). 

[1307] PartF. The oil from Part E (5.5 g, 9.16 mmol) was added to 1.25 N 
HCl/methanol (60 mL). The resulting mixture was heated to make the solution 

25 homogeneous. The mixture was allowed to cool to ambient temperature over 45 minutes 
of mixing. The mixture was then concentrated in vacuo to form solids. The solids were 
evaporated with 2 portions of 1.25 N HCl/methanol (50 mL each portion), concentrating to 
dryness during each evaporation. Solids were then precipitated from 1.25 N 
HCl/methanol and deionized water. After stirring at ambient temperature for 30 min, the 

30 solids were filtered, washed with deionized water, and dried in vacuo at 50°C to a constant 
weight. This afforded 3.8 g (80% yield) of product. MS, M+H calculated for 
C19H25F5N4O5S: 517.1539, found: 517.1523. 
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[1308] Example A66. Preparation of N-hydroxy-4-methoxy-2-({4-[4- 
(3,3,4,4,4-pentafluorobuty^ 




5 [1309] Part A. A mixture of 4-(4-bromophenyl)-4-piperidinol (50 g, 195 mmol, 

Aldrich), triethylamine (59.8 mL, 429mmol), and CH 2 C1 2 (400 mL) was cooled to 0°C 
with mixing under N 2 . To this mixture was added methanesulfonyl chloride (16.6 mL, 
214 mmol) in CH2Q2 (100 mL) dropwise while maintaining the temperature at less than 
10°C. After addition was complete, the ice bath was removed and the solution was stirred 

10 for 1 hr. Methanesulfonyl chloride (10 mL, 129 mmol) in CH 2 C1 2 (50 mL) was then 
added dropwise. The resulting mixture was stirred at ambient temperature under N 2 
overnight. Subsequently, the mixture was added to 300 mL of 0.5 N HCl(aq) and 200mL 
of deionized water. The layers were separated, and the aqueous layer was back-extracted 
with CH 2 C1 2 (1 00 mL). The combined CH 2 C1 2 layers were washed with 300 mL each of 

1 5 saturated NaHC0 3 (aq) and saturated NaCl(aq). The CH 2 C1 2 layer was then dried over 

MgS(>4, filtered, and concentrated in vacuo to afford the desired methylsulfonamide in the 
form of solids (62 g, 95.6% yield). 

[1310] Part B. To the methylsulfonamide product of Part A was added CH 2 C1 2 
(300 mL) and triethylsilane (125 mL, 778 mmol). To this slurry was added trifluoroacetic 

20 acid (300 mL, 3.9 mol). The resulting mixture was stoppered and stirred at ambient 

temperature for 1 hr, and then concentrated in vacuo to solids. These solids were mixed 
with MeOH (150 mL) at ambient temperature for 2 days in a stoppered flask. The solids 
filtered from that slurry, in turn, were washed with 100 mL MeOH and then dried in a 
vacuum oven at 50°C overnight to aJBford 54.14 g (91.7% yield) of solids. l H NMR 

25 confirmed the structure of the desired intermediate. 

[1311] Part C. Zinc (dust, 325 mesh, 2.06 g, 31.5mmol), 1,2-dibromoethane 
(0.243mL, 2.8mmol), and tetrahydrofuran (12.5 mL) were heated together at 65°C under 
N 2 for 5 min. The slurry was cooled to ambient temperature with mixing under N 2 , and 
trimethylchlorosilane (0.336mL, 2.64 mmol) was added. The resulting mixture was then 
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stirred at ambient temperature for 30 min. Subsequently, l,l,l,2,2-pentafluoro-4- 
iodobutane (6.45 g, 23.5 mmol, Matrix Scientific) was added, and the mixture was stirred 
at 40°C for 3 hr under N 2 . Next, N,N-dimethylaceamide (35 mL), the product from Part 
B (5 g, 15.7 mmol), and dichlorobis(tri-o-tolylphosphine)palladium(n) (802 mg, 1 .02 
5 mmol, Aldrich) were added to the mixture. The mixture was then heated at 80°C under N 2 
overnight. Subsequently, the mixture was cooled to less than 30°C, and 50 mL of 
saturated NKtCKaq) was added to the mixture, followed by 200 mL ethyl acetate. The 
resulting biphasic system was filtered through a pad of Celite®, and washed with 
deionized water (50 mL) and ethyl acetate (50 mL). The layers were separated, and the 

1 0 ethyl acetate layer was washed with 100 mL each of saturated NaHC0 3 (aq) and saturated 
NaCl(aq). The ethyl acetate layer was dried over MgS0 4 > filtered, and concentrated in 
vacuo to form solids. The solids, in turn, were slurried in hexanes (50 mL) for 1 hr, 
filtered, washed with hexanes (20 mL), and dried at 50°C in a vacuum oven for 2 hr to 
afford.5.58 g (92% yield) of solids. ] H NMR confirmed the structure of the desired 

15 intermediate. 

[1312] Part D. Tetrahydrofuran (70 mL), the product from Part C (6.7 g, 17.4 
mmol), and di-tert-butyl dicarbonate (4.55 g, 20.9 mmol, Aldrich) were cooled together to 
-78°C under N 2 . To the resulting mixture, a solution of lithium bis(trimethylsilyl)amide in 
tetrahydrofuran (1M, 46mL) was added at a rate such that the temperature remained at less 

20 than -70°C. This mixture was the mixed at -78°C under N 2 for 1 hr, and then at 0°C for 20 
min. Subsequently, the mixture was cooled to -40°C, and saturated NH4Cl(aq) (25 mL) 
was added. After the addition was complete, the mixture was warmed to ambient 
temperature, and ethyl acetate (250 mL) and deionized water (lOOmL) were added. The 
layers were separated, and the aqueous layer was back-extracted with ethyl acetate (100 

25 mL). The combined ethyl acetate layers were washed with 100 mL each of saturated 
NaHC0 3 (aq) and saturated NaCl(aq), dried over MgS0 4 , filtered, and concentrated in 
vacuo. The resulting solid/oil was co-evaporated several times with acetonitrile to afford 
solids. The solids were dried in a vacuum oven at 50°C overnight to afford 8.55 g (102% 
yield) of solids. 

30 [1313] Part E. Product from Part D (1.5 g, 3.08 mmol), DMF (20 mL), and a 

60% NaH dispersion in mineral oil (0.310 g, 7.7 mmol, Aldrich) were combined and 
stirred at ambient temperature for 20 min under N 2 . To the resulting mixture was added 2- 
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bromoethyl methyl ether (0.695 mL, 7.4 mmol, Aldrich). The mixture was then mixed 
overnight at 60°C under N 2 . Subsequently, the mixture was cooled to amment 
temperature. An additional amount of NaH (2 times the amount of NaH used initially) 
was then added. After mixing at ambient temperature for 20 min, additional 2-bromoethyl 
5 methyl ether was added (2 times the amount of used above). The resulting mixture was 
heated to 60°C overnight under N 2 . Subsequently, the mixture was cooled to ambient 
temperature, and another additional amount of NaH (i.e., 2 times the amount of NaH used 
initially) was added. After mixing at ambient temperature for 20 min, another additional 
amount of the added 2 times the amount of was added (i.e., 2 times the amount used 

10 above). The resulting mixture was heated to 60°C overnight under N 2 . Subsequently, the 
mixture was cooled to ambient temperature and diluted with ethyl acetate (250 mL) and 
deionized water (lOOmL). The layers were separated, and the aqueous layer was back- 
extracted aqueous with ethyl acetate (100 mL). The combined ethyl acetate layers were 
washed with 100 mL each of saturated NaHC0 3 (aq), 1:1 deionized water: saturated 

1 5 NaCl(aq), and saturated NaCl(aq). The ethyl acetate layers were then dried over MgS0 4 , 
filtered, and concentrated in vacuo to afford an oil (2.0 g, 108% yield). The intended 
product was the dialkylated intermediate. A monoalkylated compound, however, also was 
formed as a side product, and was isolated as well. 

11314] PartF. The t-butyl ester from Part E was dissolved in CH 2 C1 2 (25 mL). 

20 Trifluoroacetic acid (25 mL) was then added. The resulting mixture was stoppered with a 
syringe needle vent and mixed at ambient temperature overnight. The mixture was then 
concentrated in vacuo to afford an oil (2.0 g, 1 19% yield) 

[1315] PartG. To the acid from PartF was added N,N-dimethylfonnamide (30 
mL), 1-hydroxybenzotriazole (1.25 g, 9.24 mmol, Aldrich), l-[3-dimethylamino)propyl]- 

25 3-ethylcarbodiimide hydrochloride (1 .77 g, 9.24 mmol, Aldrich), and 4-methylmorpholine 
(2.55 mL, 23.1 mmol). The resulting mixture was stoppered and stirred for 10 min at 
ambient temperature. To the resulting solution was added 0-(tetrahydropyranyl) 
hydroxylamine (1.08 g, 9.24 mmol). This mixture was then stoppered and stirred for 10 hr 
at ambient temperature. Subsequently, 0-(tetrahydropyranyl) hydroxylamine (1.0 g, 8.55 

30 mmol) was added. The mixture was stoppered and mixed overnight at ambient 

temperature. Ethyl acetate (200 mL) and deionized water (lOOmL) were then added, and 
the layers were separated. The aqueous layer was back-extracted with ethyl acetate (100 
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mL). The combined ethyl acetate layers were then washed with 100 mL each of a 1:1 
mixture of deionized watensaturated NaCl(aq) and saturated NaCl(aq). The ethyl acetate 
layer was then dried over MgS0 4 , filtered, and concentrated in vacuo to give afford an oil 
(3.0 g, 150% yield). 

[1316] Part H. The oil from Part G was added to 1 .25 N HCl/methanol (30 mL). 
The resulting mixture was stirred at ambient temperature for 30 min. Afterward, the 
mixture was concentrated in vacuo to afford solids. The solids were evaporated with 2 
portions of 1.25 N HCl/methanol (30 mL each portion) and concentrated to dryness after 
each evaporation. The product material was then purified by chromatography (on 
reversed-phase silica, water/acetonitrile w/ 0.05% trifluoroacetic acid in both). Exchanged 
trifluoroacetate salt for hydrochloride salt by 3 evaporations with 1.25 N HCl/methanol 
(30 mL). After the last evaporation, the material was dissolved in acetomtrile/deionized 
water and lyophilized to afford 60 mg of solids. MS, M+H calculated for C 2 oH 27 F5N 2 0 5 S: 
503.1634, found: 503.1613. 

[1317J Example A67 Preparation of 4-({4-[5-(2-cyclopropyIethoxy)pyrazin- 
2-yl]piperidm-l-yl} S ulfonyI)-N-hydroxytetrahydro-2H-pyran-4-carboxamide: 




[1318J Part A. A 60% NaH dispersion in mineral oil (0.504 mg, 12.66 mmol, 
Aldrich) was added to a mixture of 2-cyclopropylethanol (1.0 g, 1 1 .61 mmol, Lancaster) 
in THF (60 mL). The resulting mixture was stirred at ambient temperature under N 2 for 
20 min. Subsequently, 2-bromo-5-iodopyrazine (3.0 g, 10.55 mmol, Gateway Chemical) 
was added, and the resulting mixture was stirred at 65°C under N 2 for 3.5 hr. The mixture 
was then allowed to cool to ambient temperature overnight. THF was removed in vacuo, 
and the residue was diluted with ethyl acetate (1 50 mL) and deionized water (75 mL). The 
layers were separated, and the aqueous was back-extracted with ethyl acetate (50 mL). 
The combined ethyl acetate layers were then washed with 75 mL each of sat. NaHC0 3 (aq) 
and brine, dried over MgS0 4 , filtered, and concentrated to an oil in vacuo 3.0g (-100%). 
It was observed that the alkoxide did not selectively displace the iodide versus bromide in 
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this reaction. Thus, a mixture of the monoalkoxylated product resulted. This, however, 
did not matter for the next reaction 

[1319] PartB. Tert-butyl4-{[4-(^ 
3,6^ihydropyridfo-l-(2H^ & 3.75 

5 mmol, Gateway Chemical), the product from Part A (1.0 g, 3.75 mmol), toluene (18 mL), 
ethanol (5.5 mL), 2M Na 2 C0 3 (aq) (1 1 mL), and [l,r- 

bis((Uphenylphosphino)ferrocene]dicMoropalladium(II), complex with CH 2 C1 2 (1:1) 
(0.153 g, 0.187 mmol, Aldrich) were heated together under N 2 at 73°C for 3 hr and then 
cooled to ambient temperature overnight. The mixture was then diluted with ethyl acetate 

10 (150 mL) and deionized water (75 mL). The layers were separated, and the ethyl acetate 
layer was washed with 75 mL each of sat. NaHC0 3 (aq) and brine, dried over MgS0 4 , 
filtered and, concentrated in vacuo to afford an oil (2.12 g, 1 14% yield). 

[1320] Part C. The product from Part B was dissolved in CH 2 C1 2 (20 mL). 
Trifluoroacetic acid (20 mL) was then added. The mixture was stoppered with a syringe 

15 needle vent and mixed for 5 hr at ambient temperature, and then concentrated in vacuo to 
afford an oil (quantitative conversion). 

[1321] Part D. The oil from Part C, 1-hydroxybenzotriazole (1.52 g, 1 1.25 
mmol, Aldrich), and l-[3-dimethylamino)propyl]-3-ethylcarbodiimide hydrochloride (2.16 
g, 1 1.25 mmol, Aldrich) were dissolved in N^dimethylformamide (20mL). The mixture 

20 was stoppered and mixed at ambient temperature for 1 0 min. To the resulting mixture was 
added 4-methylmorpholine (3.1 mL, 28.1 mmol) and 0-(tetrahydropyranyl) 
hydroxylamine(1.32g, 11.25 mmol, Carbogen). The mixture was then mixed at ambient 
temperature overnight. Subsequently, the mixture was poured into 125 mL ethyl acectate 
and 75 mL deionized water. The layers were separated, and the aqueous layer was back- 

25 extracted with ethyl acetate (75 mL). The combined ethyl acetate layers were washed with 
75 mL each of sat. NaHC0 3 (aq), a 1 : 1 mixture of deionized watensaturated NaCl(aq), and 
saturated NaCl(aq); dried over MgS0 4 ; and concentrated in vacuo to afford an oil 
(quantitative conversion). 

[1322] PartE. The oil from Part D was dissolved in methanol (60 mL). 

30 Palladium on carbon to solution (Degussa type, 10% Pd on C, 50% water by weight, 0.5 g, 
Aldrich) was then added. The mixture was deoxygenated and placed under a 50 psi. H 2 
atmosphere at ambient temperature. The mixture was mixed for an hour while 
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maintaining the H 2 pressure at 50 psi. Additional palladium on carbon (Degussa type, 
10% Pd on C, 50% water by weight, 0.5 g, Aldrich) was added to the mixture. The 
mixture again was deoxygenated and placed under a 50 psi H 2 atmosphere at ambient 
temperature. The mixture was mixed for 3 hr while maintaining the H 2 pressure at 50 psi. 
5 Further palladium on carbon (Degussa type, 1 0% Pd on C, 50% water by weight, 0.5 g, 
Aldrich) was added to the mixture, and the mixture was again deoxygenated and placed 
under a 50 psi H 2 atmosphere at ambient temperature where it was mixed for 90 min while 
the H 2 pressure was maintained at 50 psi. The mixture was filtered through a pre-wetted 
(with methanol) bed of Celite®. The filter cake was washed with methanol (200 mL), and 
10 the filtrate was concentrated in vacuo to afford an oil. The oil was purified by 

chromatography [silica, ethyl acetate (w/10%MeOH)/hexanes] to afford 1.1 g (55% yield) 
of solids. 

[1323] Part F. The solids from Part E were added to 1 .25 N HCl/methanol (30 
mL). The mixture was stirred at ambient temperature for 30 min. The solution was 

15 concentrated in vacuo to solids. The solids were evaporated with 2 portions of 1 .25 N 
HCl/methanol (30 mL each portion) and concentrated to dryness after each evaporation. 
The product material was then purified by chromatography (on reversed-phase silica, 
water/acetonitrile w/ 0.05% trifluoroacetic acid in both). Exchanged trifluoroacetate salt 
for hydrochloride salt by 3 evaporations with 1 .25 N HCl/methanol (30 mL). The residue 

20 was triturated with Et 2 0, filtered, dried in vacuo at 50°C overnight to afford 0.375 g (34% 
yield) of product. MS, M+H calculated for C2oH 3 oN 4 0 6 S: 455.1975, found: 455.1959. 

[1324] Example A68. Preparation of l-cyclopropyl-N-hydroxy-4-({4- [4- 
(2,2^-tetrafluoropropoxy)phenyl]piperidi 
25 hydrochloride: 



[1325) Part A. A round bottom flask was charged with 4-fluorobenzaldehyde (25 
g, 202 mmol, Aldrich) and 2,2,3,3-tetrafluoropropanol (29.2 g, 222 mmol, Aldrich) in 




F F 
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dimethylfoimamide (400 ml). Potassium carbonate (41.7 g, 303 mmol, Aldrich) was 
added, the reaction was heated to 80°C, and stirred for 18 hr. Then the reaction was 
diluted with water (500ml) precipitating a white solid. The solid was collected by 
filtration, washed with water, and dried to afford the product as a white solid (43.2 g, 91 % 
5 yield). *H NMR showed the desired compound. 

[1326] Part B. A round bottom flask was charged with the product from Part A 
(41 g, 174 mmol), ethylacetoacetate (44.2 ml, 347 mmol, Aldrich), and piperidine (1.0 g, 
11.7 mmol, Aldrich). The reaction mixture was stirred without solvent for 3 days, 
resulting in a solid yellow mass. Ethanol (300 ml) was added, and the reaction mixture 

10 was heated at reflux for 2 hr. The reaction mixture was cooled to room temperature. After 
cooling to room temperature, precipitation occurred. The solids were filtered, washed 
with hexanes, and dried to afford a yellow solid. This solid was slowly added portion wise 
to a heated (85°C) aqueous potassium hydroxide solution (26.1 g, 470 mmol in 23 ml 
water). After the addition, the reaction continued for 2 hr at 85°C, turning the reaction 

15 black. The reaction was cooled by adding ice (100 g). The resulting mixture was washed 
with ethyl acetate (50 ml) and separated. The aqueous was titrated to a pH of 1 using 
concentrated HCL The product was extracted out with dichloromethane (3x-200 ml). The 
organics were combined, dried over Na2SC>4, and concentrated to yield the dicaiboxylic 
acid as a yellowish white solid (26.9 g, 46 % yield over three steps). *H NMR showed the 

20 desired compound. 

(1327J Part C. A round bottom flask was charged with the product from Part B 
(26.8 g, 79.3 mmol) and urea (7.1 g, 1 18.9 mmol). The reaction was heated to 170°C for 2 
hr, and then cooled to 80°C. Ethanol (40 ml) was added, and the reaction was stirred at 
reflux for 30 min. The reaction was cooled to 0°C, then filtered for solids. The solids 

25 were collected, washed with hexanes, and dried to afford the diketopiperidine product as a 
beige solid (22.3 g, 88 % yield). l H NMR showed the desired compound. 

11328] PartD. A round bottom flask was charged with a lithium aluminum 
hydride solution (208 ml, 1 .0 M), and then heated to 40-60°C. The solid from Part C 
(22.2 g, 69.5 mmol) was added portion wise keeping the temperature below 60°C. After 

30 the addition, the reaction flask was equipped with a condenser and refluxed for 1 .5 hr. 
Work up consisted of cooling the mixture to room temperature, carefully adding water (2 
ml), and then slurring with sodium sulfate (100 g). The solids were removed by filtration, 
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the filtrate was dried over sodium sulfate, and concentrated affording the piperidine 
product as an orange oil (1 7.6 g, 87% yield). *H NMR showed the desired compound. 

[1329] Part E. A round bottom flask was charged with the product from Part D 
(12.3 g, 42.2 mmol) and triethyl amine (10.1 ml, 72.5 mmol, Aldrich) in dichloromethane 
5 (100 ml). After cooling to 0°C, a solution of methylsulfonyl chloride (4.9 ml, 63.4 mmol 
in dichloromethane (10 ml)) was added drop wise. After the addition, the ice bath was 
removed, and the reaction stirred at room temperature for 1 8 hr. The reaction was 
concentrated to dryness, and the residue was taken up in ethyl acetate (200 ml). The 
organic was washed with 10% HCl aq , water, and brine, dried over sodium sulfate, and 
1 0 concentrated for a mix of orange and white solids. The solids were recrystallized from 
4 methanol, collected, washed with hexanes, and dried affording the desired product (1 0. 1 g, 

v ; 65% yield). l H NMR showed the desired compound. 

[13301 Part F. A solution of the product from Part E (1 1 .2 g, 30.3 mmol) and 
t-butylcarboxylate anhydride (7.9 g, 36.4 mmol, Aldrich) in tetrahydrofuran (60 ml, 
15 Aldrich) was cooled to -75°C. A solution of lithium bis(trimethylsilyl)amide (1 .0 M 
(Aldrich) in tetrahydrofuran, 90.9 ml, 90.9 mmol) was slowly added, keeping the 
temperature below -65°C. After the addition, the mixture was warmed to 0°C, and stirred 
1 hr. The mixture was then cooled back to -75°C, and quenched with a saturated aqueous 
solution of ammonium chloride. The mixture was wanned to room temperature and 
20 separated. The aqueous was extracted twice with ethyl acetate. The organics were 
combined, washed twice with water, washed twice with brine, dried over Na2S0 4 , and 
| concentrated for brown residue. The residue was slurried on diethyl ether, and filtered 

I affording the desired product (12.7 g, 89% yield). ] H NMR showed the desired product. 

I [1331] Part G. The product from Part F (3.5 g, 7.4 mmol), 1 8-crown-6 (0.5 g, 

25 catalytic amount, Aldrich), potassium carbonate (6.1 g, 44.4 mmol, Aldrich), and 

bis(chloroethyl)-N-cyclopropylamine (1.7 g, 7.8 mmol) were slurried in 20 ml of N,N- 
dimethylformamide, and stirred at 65°C for 1 5 hr. Once complete, the mixture was diluted 

■J 

1 : with 50 ml of water, and extracted with ethyl acetate (3x-l 00ml). The organics were 

\ combined, washed twice with water, washed with brine, dried over Na 2 S0 4 , and 

30 concentrated for a tan oil. The oil was washed with hexanes, and dried for a tan oil. The 

oil was recrystallized from methanol to afford the product as a white solid (2.5 g, 58 % 

yield). *H NMR and LCMS showed the desired product. 
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[1332] Part H. To a solution of the product from Part G (2.5 g, 4.3 mmol) in 
dichloromethane (5 ml) was added trifluoroacetic acid (5 ml, Aldrich). The reaction was 
stirred overnight at room temperature. Work up consisted of concentrating the mixture to 
one-third volume, and then dripping the residue into stirring diethyl ether (500 ml). The 
resulting solid was collected, washed with diethyl ether, and dried to afford the product as 
a white solid (1.9 g, 70 % yield). ! H NMR showed the desired compound. 

[1333] Part L To the product of Part H (1.8 g, 2.8 mmol) in 6 ml of N,N-dimethyl 
formamide was added triethylamine (1.2 ml, 8.5 mmol, Aldrich) followed by N- 
hydroxybenzotriazole hydrate (0.83 g, 6.2 mmol, Aldrich), 0-(tetrahydro-2H-pyran-2- 
yl)hydroxylamine (0.66 g, 5.6 mmol), and, lastly, l-(3-dimethylaminopropyl)-3-ethyl 
carbodiimide hydrochloride (1.3 g, 7.0 mmol, Sigma). The mixture was stirred at room 
temperature for 5 hr. Workup consisted of diluting with water (15 ml) and ethyl acetate 
(100 ml). The organic was separated, and the aqueous was further extracted with ethyl 
acetate (2x-75 ml). The organics were combined, and washed with saturated NaHC0 3aq 
(2x-150 ml), water (2x-100ml), and brine (lx- 200 ml). After drying over sodium sulfate, 
the organics were concentrated to a foamy oil, and crystallized from methanol to give the 
product as a white solid (1 .7 g, 100% crude yield). 'H NMR showed the desired 
compound. 

[1334] Part J. To the product of Part I (1 .7 g, 2.8 mmol) were added methanol (1 
ml) and 4N HQ in dioxane (10 ml). After stirring for 2 hr, the solvent was concentrated 
to one-third volume, and then diethyl ether was added. The resulting solid was filtered, 
washed with diethyl ether, and dried to afford the desired product as a pale yellow solid 
(1.6 g, 100 % yield). l H NMR showed the desired compound. HRMS for C 2 3H3iF4N 3 0 5 S 
showed M fH fi M1 nd = 538.1978 (M^ic = 538.1993). 

[1335] Example A69. Preparation of N4iydroxy-4-({4-[4-(2;j^ 
trifluoroethoxy) phenyl]piperidin-l-yl}sulfonyl)tetrahydro-2H-pyran-4- 
carboxamide: 




2 o v p 
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[1336] Part A. A round bottom flask was charged with 4-fluorobenzaldehyde (25 
g, 202 mmol, Aldrich) and 3,3,3-trifluoroethanol (22.2 g, 222 mmol, Aldrich) in 
dimethylformamide (400 ml). Potassium carbonate (41.7 g, 303 mmol, Aldrich) was 
added, the reaction was heated to 80°C, and stirred for 18 hr. The reaction was diluted 
5 with water (500ml) precipitating a white solid. The solid was collected by filtration, 

washed with water, and then dried to afford the product as a white solid (37 g, 90 % yield). 
*H NMR showed the desired compound. 

[1337| Part B. A round bottom flask was charged with the product from Part A 
(37 g, 181.2 mmol), ethylacetoacetate (69.3 ml, 543.7 mmol, Aldrich), and piperidine (1.0 

10 g, 1 1.7 mmol, Aldrich). The reaction was stirred without solvent for 3 days, resulting in a 
solid yellow mass. Ethanol (300 ml) was added, and the reaction was heated at reflux for 
2 hr. After cooling to room temperature, precipitation occurred. The solids were filtered, 
washed with hexanes, and dried to afford a yellow solid. This solid was slowly added 
portion wise to a heated (85°C) aqueous potassium hydroxide solution (26.1 g, 470 mmol 

15 in 23 ml water). After the addition, the reaction continued for 2 hr at 85°C, turning the 
reaction black. The reaction was cooled by adding ice (100 g). The resulting mixture was 
washed with ethyl acetate (50 ml) and separated. The aqueous was titrated to pH 1 with 
concentrated HC1. The product was extracted out with dichloromethane (3x-200 ml). The 
organics were combined, dried over Na 2 S0 4 , and concentrated to yield the dicarboxylic 

20 acid as a yellow solid (27.7 g, 50 % yield over three steps). ! H NMR showed the desired 
compound. 

[1338] Part C. A round bottom flask was charged with the product from Part B 
(27.6 g, 90.1 mmol) and urea (8.1 g, 135 mmol). The reaction was heated to 170°C for 2 
hr, and then cooled to 80°C. Ethanol (40 ml) was added, and the reaction stirred at reflux 
25 for 30 min. The reaction was cooled to 0°C, and then filtered for solids. The solids were 
collected, washed with hexanes, and dried to afford the diketopiperidine product as a beige 
solid (24.1 g, 93 % yield). l H NMR showed the desired compound. 

[1339] PartD. A round bottom flask was charged with a lithium aluminum 
hydride solution (251 ml, 1.0 M), and then heated to 40-60°C. The solid from Part C (42 
30 g, 84 mmol) was added portion wise keeping the temperature below 60°C. After the 

addition, the reaction flask was equipped with a condenser and refluxed for 1.5 hr. Work 
up consisted of cooling the mixture to room temperature, carefully adding water (2 ml), 
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and then slurring with sodium sulfate (100 g). The solids were removed by filtration. The 
filtrate was dried over sodium sulfate, and concentrated affording the piperidine product as 
an orange oil (17 g, 78% yield). ! H NMR showed the desired compound. 

[1340] Part E. A round bottom flask was charged with the product from Part D 
5 (1 7.0 g, 65.6 mmol) and triethyl amine (9.6 ml, 68.8 mmol, Aldrich) in dichloromethane 
(1 10 ml). After cooling to 0°C, a solution of methylsulfonyl chloride (5.3 ml, 68.8 mmol) 
in dichloromethane (10 ml) was added drop wise. After the addition, the ice bath was 
removed, and the reaction stirred at room temperature for 18 hr. The reaction was 
concentrated to dryness, and the residue was taken up in ethyl acetate (200 ml). The 

1 0 organic was washed with 10% HClaq, water, and brine, dried over sodium sulfate, and 
concentrated for a mix of orange and white solids. The solids were recrystallized from 
methanol, collected, washed with hexanes, and dried affording the desired product (14.9 g, 
67% yield). *H NMR showed the desired compound. 

[13411 Part F. A solution of the product from Part E (14.8 g, 43.9 mmol) and 

15 t-butylcarboxlyate anhydride (1 1 .5 g, 52.7 mmol, Aldrich) in tetrahydrofuran (80 ml, 
Aldrich) was cooled to -75°C. A solution of lithium bis(trimethylsilyl)amide (1 .0 M 
(Aldrich) in tetrahydrofiiran, 132 ml, 132 mmol) was slowly added, keeping the 
temperature below -65°C. After the addition, the mixture was warmed to 0°C, and stirred 
1 br. The mixture was then cooled back to -75°C, and quenched with a saturated aqueous 

20 solution of ammonium chloride. The mixture was warmed to room temperature, and then 
separated. The aqueous was extracted twice with ethyl acetate. The organics were 
combined and washed twice with water, washed with brine, dried over Na2SC>4, and 
concentrated for brown residue. The residue was slurried on diethyl ether, and filtered 
affording the desired product (12.0g, 62% yield). ! H NMR showed the desired product. 

25 [1342] Part G. The product from Part F (4.0 g, 9.1 mmol), 18-crown-6 (0.5 g, 

catalytic amount, Aldrich), potassium carbonate (5.0 g, 36.6 mmol, Aldrich), and 
bis(bromoethyl)ether (4.2 g, 1 8.2 mmol, Aldrich) were slurried in N,N- 
dimethylformamide (15 ml), and stirred at 65°C for 15 hr. Once complete, the mixture 
was diluted with water (50 ml), and extracted with ethyl acetate (3x-100 ml). The 

30 organics were combined, washed twice with water, washed with brine, dried over Na 2 S0 4 , 
and concentrated for a tan oil. The oil was washed with hexanes, and dried for a tan oil. 
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The oil was recrystallized from methanol to afford the product as a white solid (2.5 g, 54 
% yield). ! H NMR and LCMS showed the desired product. 

[1343] Part H. To a solution of the product from Part G (2.5 g, 4.9 mmol) in 
dichloromethane (5 ml) was added trifluoroacetic acid (5 ml, Aldrich). The reaction was 
5 stirred overnight at room temperature. Work up consisted of concentrating the mixture to 
one-third volume, and then dripping the residue into stirring diethyl ether (500 ml). The 
resulting solid was collected, washed with diethyl ether, and dried to afford the product as 
a white solid (1 .8 g, 82 % yield). ! H NMR showed the desired compound. 
11344) Part I. To the product of Part H (1 .8 g, 4.0 mmol) in N,N- 
10 dimethylformamide (10 ml) was added triethylamine (0.6 ml, 4.0 mmol, Aldrich) followed 
by N-hydroxybenzotriazole hydrate (1.1 g, 8.0 mmol, Aldrich), 0-(tetrahydro-2H-pyran-2- 
yl) hydroxylamine (0.94 g, 8.0 mmol), and, lastly, l-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (L7 g, 8.8 mmol, Sigma). The mixture was stirred at 
room temperature for 5 hr. Workup consisted of diluting with water (15 ml) and ethyl 
15 acetate (100 ml). The organic was separated, and the aqueous was further extracted with 
ethyl acetate (2x-75 ml). The organics were combined and washed with saturated 
NaHC0 3aq (2x-150 ml), water (2x-100ml), and brine (Ix- 200 ml). After drying over 
sodium sulfate, the organics were concentrated to a foamy oil, and crystallized from 
methanol to give the product as a white solid (2.2 g, 100% crude yield). l H NMR showed 
20 the desired compound. 

[1345] Part J. To the product of Part I (2.2 g, 4.0 mmol) were added methanol 
(1 ml) and 4N HC1 in dioxane (10 ml). After stirring for 2 hr, the solvent was 
| concentrated to one-third volume, and then diethyl ether was added. The resulting solid 

was filtered, washed with diethyl ether, and dried to afford the desired product as a white 
25 solid (1.2 g, 67 % yield). ! H NMR showed the desired compound. HRMS for 
C9H25F3N2O6S showed M^found = 467.1431 (M* 1 ^ = 467.1464). 

Table 8 below lists MMP inhibition Ki values for the compounds of Examples 
A35 thru A67. As with the tables above, all Ki values are given in nM units. 

30 
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Table 8 



Compound 
Example 


Structure 


MMP-1 
Ki 


MMP-2 
Ki 


MMP-9 
Ki 


MMP-13 
Ki 


MMP-14 
Ki 


A35 




5290 


2.22 


2.68 


0.28 


1710 


A36 




>10000 


3.51 


0.95 


5.92 


1940 


A36A 




>10000 


6 


2.65 


9.36 


816 


A36B 




>10000 


1.87 


1.34 


0.63 


1080 


A36C 




>10000 


3.93 


3.41 


1.22 


1900 


A36D 


CH 3 


>10000 


11.9 


39.1 


19.9 


4060 


A36E 




>10000 


112 


365 


65.8 


4250 


A36F 


H [ J k^A rY /\^\^\.CH 3 

Sr * 1 

CH 3 


>10000 


2.47 


2.26 


1.11 


1900 


A36G 


H ^fa 


>10000 


31.1 


16.4 


30.2 


2610 


A36H 




>10000 


60.1 


45.7 


70.5 


>10000 
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Compound 
Example 


Structure 


MMP-l 
Ki 


MMP-2 
Ki 


MMP-9 
Ki 


MMP-13 
Ki 


MMP-14 
Ki 


A36I 




>10000 


9.08 


2.57 


7.7 


6370 


A36J 




>10000 


7.8 


10.3 


4.38 


6550 


A37 


0^ ^ 


6710 


0.97 


0.30 


0.30 


690 


A38 




4580 


0.72 


2.25 


0.52 


1190 


A39 




1990 


12.5 


10 


1.99 


1410 


A40 




4260 


6.99 


46.4 


0.60 


3420 


A41 




>10000 


8.38 


1.79 


7.95 


7210 


A42 




>10000 


22 


28.6 


33.3 


>10000 


A43 




3100 


0.33 


0.19 


0.58 


757 


A44 




>10000 


27.3 


12.5 


38.2 


>10000 


A45 


o^- 0 ^^\ CF3 


>10000 


23.6 


16.8 


12.2 


>10000 
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V#fJHipUuOU 

Example 


otructure 


MMr-1 
Kj 


MMP-2 
Ki 


MMP-9 
Ki 


MMr-13 
Ki 


MMr-1 4 
Ki 


A46 


L J \/ 0 3 


1500 


5.97 


17.5 


0.52 


3610 


A47 




>10000 


18.6 


10.2 


12.7 


>10000 


A48 




>10000 


3.49 


8.23 


1.13 


2710 


A49 


\ n X 0 v v CF 3 


>10000 


3.81 


3.1 


2.87 


6740 


A50 


0 /\ 


>10000 


1.57 


7.1 


0.60 


4560 


A51 


Sr X 


5110 


0.27 


1.01 


0.27 


1260 


A52 




3930 


0.55 


1.03 


0.23 


922 


A53 




2880 


1.10 


2.46 


2.45 


2360 


A54 




>10000 


1.06 


0.81 


0.67 


3410 


A55 


F F 


1610 


0.27 


0.13 


0.06 


700 
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Compound 
Example 


Structure 


MMP-1 
Ki 


MMP-2 
Ki 


MMP-9 
Ki 


MMP-13 
Ki 


MMP-14 
Ki 


A56 




2470 


0.47 


0.15 


0.14 


1010 
















F F 












A57 




1570 


0.53 


0.48 


0.34 


2020 












- . 




HCI 












A58 




1550 


0.52 


1.37 


0.24 


6230 
















HQ ^^o^X CF3 












A59 




1660 


0.76 


1.54 


0.62 


5150 
















HCI /\/CF 2 H 

F F 












A60 




9180 


1.23 


0.63 


0.40 


6070 










































A61 


HO. i ^ HC1 

CH 3 ?H 3 ^^Xf 3 


3530 


0.98 


0.38 


0.16 


4170 














A62 


HO. IV 


>10000 


0.73 


1.74 


0.56 


9050 


A63 


F F 


4370 


0.50 


0.22 


0.39 


1840 
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Compound 
Example 


Structure 


MMP-1 
Ki 


MMP-2 
Kj 


MMP-9 
Ki 


MMP-13 
Ki 


MMP-14 
Ki 


A64 






> 

0— CF 3 


8880 


63.8 


273 


0.51 


>10000 


A65 


H<X 










> 10000 


2.15 


0 19 


O 47 


3870 


A66 


H V 

H 3 c/ 




c 


So 




> 10000 


2 IS 


1 IS 


l.ZO 




A67 


-J 
"I 


' V 


D 






4450 


0.66 


0.07 


0.22 


1350 



[1346J Examples A70-207 

[1347] Further examples of compounds contemplated by this invention are shown 
in Table 9, along with corresponding mass spectroscopy and MMP inhibition data 
5 obtained by Applicants. As with earlier tables, all in vitro Ki results in Table 9 are given 
in nM units, 
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[1348] Example 421. In Vivo Angiogenesis Assay 

11349] The study of angiogenesis depends on a reliable and reproducible model for 
the stimulation and inhibition of a neovascular response. The corneal micropocket assay 
provides such a model of angiogenesis in the cornea of a mouse. See, A Model of 

5 Angiogenesis in the Moose Cornea, Kenyon,BM, et al., Investigative Ophthalmology & 
Visual Science, July 1996, Vol. 37, No. 8. 

11350] In this assay, uniformLy sized Hydron™ pellets containing bFGF and 
sucralfate are prepared and surgically implanted into the stroma mouse cornea adjacent to 
the temporal limbus. The pellets are formed by making a suspension of 20 sterile 

1 0 saline containing 1 0 ng recombinant bFGF, 10 mg of sucralfate and 10 |iL of 12 percent 
Hydron™ in ethanol. The slurry is then deposited on a 10 x 10 mm piece of sterile nylon 
mesh. After drying, the nylon fibers of the mesh are separated to release the pellets. 

[1351] The corneal pocket is made by anesthetizing a 7 week old C57B1/6 female 
mouse, then proptosing the eye with a jeweler's forceps. Using a dissecting microscope, a 

15 central, intrastromal linear keratotomy of approximately 0.6 mm in length is performed 
with a #15 surgical blade, parallel to the insertion of the lateral rectus muscle. Using a 
modified cataract knife, a lamellar micropocket is dissected toward the temporal limbus. 
The pocket is extended to within 1 .0 mm of the temporal limbus. A single pellet is placed 
on the corneal surface at the base of the pocket with a jeweler's forceps. The pellet is then 

20 advanced to the temporal end of the pocket. Antibiotic ointment is then applied to the eye. 

[1352] Mice are dosed on a daily basis for the duration of the assay. Dosing of the 
animals is based on bioavailability and overall potency of the compound. An exemplary 
dose is 10 or 50 mg/kg (mpk) bid, po. Neovascularization of the corneal stroma is 
permitted to continue under the influence of the assayed compound for 2 days. At that 

25 point, the degree of angiogenic inhibition is scored by viewing the neovascular 
progression with a slit lamp microscope. 

[1353] The mice are anesthetized and the studied eye is once again proptosed. The 
maximum vessel length of neovascularization, extending from the limbal vascular plexus 
toward the pellet is measured. In addition, the contiguous circumferential zone of 

30 neovascularization is measured as clock hours, where 30 degrees of arc equals one clock 
hour. The area of angiogenesis is calculated as follows. 
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area = (0.4xclock hours x 3.14 x vessel length (in mm)) 

2 

5 [13541 Five to six mice should be utilized for each compound in each study. The 

studied mice are thereafter compared to control mice and the difference in the area of 
neovascularization is recorded as an averaged value. A contemplated compound typically, 
exhibits about 25 to about 75 percent inhibition, whereas the vehicle control exhibits zero 
percent inhibition. 

10 

[1355] Example 422. Tumor Necrosis Factor Assays 
[1356] Cell Culture. 

|1357] The cells used in the assay are the human moncytic line U-937 (ATCC 
CRL-1593). The cells are grown in RPMI w/10% FCS and PSG supplement (R-10) and 
15 are not permitted to overgrow. The assay is carried out as follows: 

[1358] 1 . Count, then harvest cells by centrifogation. Resuspend the pellet in R- 

10 supplement to a concentration of 1.540 x 10^ cells/mL. 

[1359] 2. Add test compound in 65 uL R-10 to the appropriate wells of a 96-well 

flat bottom tissue culture plate. The initial dilution from a DMSO stock (100 mM 
20 compound) provides a 400 uM solution, from which five additional three-fold serial 

dilutions are made. Each dilution of 65 ul (in triplicate) yields final compound test 

concentrations of 100 pM, 33.3 pM, 11.1 pM, 3.7 pM, 1.2 pM and 0.4 pM. 

[1360] 3. The counted, washed and resuspended cells (200,000 cells/well) in 130 

pL are added to the wells. 
25 [1361] 4. Incubation is for 45 min to 1 hr at 37°C in 5% C0 2 in a water saturated 

container. 

[1362] 5. R-10 (65 uL)containing 1 60 ng/mL PMA (Sigma) is added to each well. 
[1363] 6. The test system is incubated at 37°C in 5% C02 overnight (1 8-20 hr) 
under 100% humidity. 

30 [1364] 7. Supernatant, 150 pL, is carefully removed from each well for use in the 

ELISA assay. 
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[1365] 8. For toxicity, a 50 pL aliquot of working solution containg 5 mL R-10, 5 
mL MTS solution [CellTiter 96 AQueous One Solution Cell Proliferation Assay 
Cat.#G358/0,l (Promega Biotech)] and 250 ul PMS solution are added to each well 
containing the remaining supernatant and cells and the cells incubated at 37°C in 5% CO2 
until the color develops. The system is excited at 570 nm and read at 630 nm. 

[1366] TNF Receptor II ELISA Assay 

[1367] 1 . Plate 100 pL/well 2 ug/mL mouse anti-human TNFrll antibody (R&D 
Systems #MAB226) in 1 x PBS (pH 7.1, Gibco) on NUNC-hnmuno Maxisorb plate. 
Incubate the plate at 4°C overnight (about 18-20 hr). 

[1368] 2. Wash the plate with PBS-Tween (1 x PBS w/ 0.05% Tween). 

[1369] 3 . Add 200 pL 5% BS A in PBS and block at 37°C in a water saturated 
atmosphere for 2 hr. 

[1370] 4. Wash the plate with PBS-Tween. 

[1371] 5. Add sample and controls (100 ul of each) to each well. The standards , 
are 0, 50, 100, 200, 300 and 500 pg recombinant human TNFrll (R&D Systems #226-B2) 
in 100 pL 0.5% BSA in PBS. The assay is linear to between 400-500 pg of standard. 

[1372] 6. Incubate at 37°C in a saturated atmosphere for 1 .5 hr. 

[1373J 7. Wash the plate with PBS-Tween. 

[1374] 8. Add 100 pL goat anti-human TNFrll polyclonal (1 .5 pg/mL R&D 
Systems #AB226-PB in 0.5% BSA in PBS). 

[1375] 9. Incubate at 37°C in a saturated atmosphere for 1 hr. 
[1376] 1 0. Wash the plate with PBS-Tween. 

[1377] 1 1 . Add 1 00 pL anti-goat IgG-peroxidase (1 :50,000 in 0.5% BSA in PBS, 
Sigma #A5420). 

[1378] 12. Incubate at 37°C in a saturated atmosphere for 1 hr. 
[1379] 13. Wash the plate with PBS-Tween. 

[1380] 14. Add 1 0 pL KPL TMB developer, develop at room temperature (usually 
about 10 min), then terminate with phosphoric acid and excite at 450 nm and read at 570 
nm. 

604 



.03091 247A2_I_> 



WO 03/091247 



PCT/US03/13123 



|138l] TNFa ELISA Assay. 

[1382] Coat Immulon® 2 plates with 0. 1 mL/well of lug/mL Genzyme mAb in 
0.1 M NaHC03 pH 8.0 buffer overnight (about 18-20 hr) at 4°C, wrapped tightly in 
5 Saran® wrap. 

(1383] Flick out coating solution and block plates with 0.3 mL/well blocking 
buffer overnight at 4°C, wrapped in Saran® wrap. 

[1384] Wash wells thoroughly 4X with wash buffer and completely remove all 
wash buffer. Add 0.1 mL/well of either samples or rhTNFa standards. Dilute samples if 
10 necessary in appropriate diluant (e.g. tissue culture medium). Dilute standard in same 
diluant. Standards and samples should be in triplicates. 

[1385] Incubate at 37°C for 1 hr in humified container. 

[1386] Wash plates as above. Add 0. 1 mL/well of 1 :200 dilution of Genzyme 
rabbit anti-hTNFa. 
15 [1387] Repeat incubation. 

[1388] Repeat wash. Add 0. 1 mL/well of 1 (ig/mL Jackson goat anti-rabbit IgG 
(H+L)-peroxidase. 

[1389] Incubate at 37°C for 30 min. 

[1390] Repeat wash. Add 0.1 mL/well of peroxide- ABTS solution. 
20 [1391] Incubate at room temperature for 5-20 min. 

[1392] Read OD at 405 nm. 

[1393] 12 Reagents are: 

Genzyme mouse anti-human TNF monoclonal (Cat.# 80-3399-01) 
25 Genzyme rabbit anti-human TNF polyclonal (Cat.#IP-300) 

Genzyme recombinant human TNF (Cat.#TNF-H). 
Jackson Immunoresearch peroxide-conjugated goat anti-rabbit IgG (H+L) 

(CatJl 11-035-144). 
Kirkegaard/Perry peroxide ABTS solution (Cat#50-66-01). 
30 Immulon 2 96-well microtiter plates. 
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Blocking solution is 1 mg/mL gelatin in PBS with IX thimerasol. 
Wash buffer is 0.5 mL Tween® 20 in 1 liter ofPBS. 

[1394] Example 423. In Vitro Aggrecanase Inhibition Analysis 
5 [1395] Assays for measuring the potency (IC50) of a compound toward inhibiting 

aggrecanase are known in the art. 

(1396] One such assay, for example, is reported in European Patent Application 
Publ. No. EP 1 081 137 AL In that assay, primary porcine chondrocytes from articular 
joint cartilage are isolated by sequential trypsin and collagenase digestion followed by 
10 collagenase digestion overnight and are plated at 2x1 0 5 cells per well into 48 well plates 
with 5 /iCi/ml 35 S (1000 Ci/mmol) sulphur in type 1 collagen coated plates. Cells are 
allowed to incorporate label into their proteoglycan matrix (approximately 1 week) at 
37°C under an atmosphere of 5% CO2. The night before initiating the assay, chondrocyte 
monolayers are washed 2 times in DMEM/1% PSF/G and then allowed to incubate in 
1 5 fresh DMEM/1 % FBS overnight The next morning, chondrocytes are washed once in 
DMEM/1% PSF/G. The final wash is allowed to sit on the plates in the incubator while 
making dilutions. Media and dilutions are made as described in the following Table 10: 



Table 10 



control media 


DMEM alone 


IL-1 media 


DMEM + EL-1 (5ng/ml) 
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drug dilutions 


Make all compound stocks at 10 mM in DMSO. 




Make a 100 /iM stock of each compound in DMEM in yo-well 




plate. Store in freezer overnight. 




The next day, perform serial dilutions in DMEM with IL-1 to 5 




pM, 500 nM, and 50 nM. 




Aspirate final wash from wells and add 50 /iM of compound from 




above dilutions to 450 /xL of IL-1 media in appropriate wells of 




the 48 well plates. 




Final compound concentrations equal 500 nM, 50 nM, and 5 nM. 




All samples completed in triplicate with control and IL-1 alone on 




each plate. 



Plates are labeled and only the interior 24 wells of the plate are used. On one of the plates, 
several columns are designated as EL-1 (no drug) and control (no IL-1, no drug). These 
control columns are periodically counted to monitor 35S-proteoglycan release. Control 

5 and IL-1 media are added to wells (450 /xL) followed by compound (50 fxL) so as to 
initiate the assay. Plates are incubated at 37°C with 5% C0 2 atmosphere. At 40-50% 
release (when CPM from IL-1 media is 4-5 times control media) as assessed by liquid 
scintillation counting (LSC) of media samples, the assay is terminated (about 9 to about 12 
hours). Media is removed from all wells and placed into scintillation tubes. Scintillate is 

10 added and radioactive counts are acquired (LSC). To solubilize cell layers, 500 fiL of 
papain digestion buffer (0.2 M Tris, pH 7.0, 5 mM DTT, and 1 mg/ml papain) is added to 
each well. Plates with digestion solution are incubated at 60°C overnight The cell layer 
is removed from the plates the next day and placed in scintillation tubes. Scintillate is then 
added, and samples counted (LSC). The percent of released counts from the total present 

15 in each well is determined. Averages of the triplicates are made with control background 
subtracted from each well The percent of compound inhibition is based on IL-1 samples 
as 0% inhibition (100% of total counts). 

[1397] Another assay for measuring aggrecanase inhibition is reported in WIPO 
Int'l Publ. No. WO 00/59874. That assay reportedly uses active aggrecanase accumulated 

20 in media from stimulated bovine cartilage (BNC) or related cartilage sources and purified 
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cartilage aggrecan monomer or a fragment thereof as a substrate. Aggrecanase is 
generated by stimulation of cartilage slices with interleukin-1 (IL-1), tumor necrosis factor 
alpha (TNF-a), or other stimuli. To accumulate BNC aggrecanase in culture media, 
cartilage reportedly is first depleted of endogenous aggrecan by stimulation with 500 

5 ng/ml human recombinant EL-/3 for 6 days with media changes every 2 days. Cartilage is 
then stimulated for an additional 8 days without media change to allow accumulation of 
soluble, active aggrecanase in the culture media. To decrease the amounts of matrix 
metalloproteinases released into the media during aggrecanase accumulation, agents which 
inhibit MMP-1, -2, -3, and -9 biosynthesis are included during stimulation. This BNC 

10 conditioned media containing aggrecanase activity is then used as the source of 

aggrecanase for the assay. Aggrecanase enzymatic activity is detected by monitoring 
production of aggrecan fragments produced exclusively by cleavage at the Glu373-Ala374 
bond within the aggrecan core protein by Western analysis using the monoclonal antibody, 
BC-3 (Hughes, et al., BiochemJ, 306:799-804 (1995)). This antibody reportedly 

1 5 recognizes aggrecan fragments with the N-terminus, 374ARGSVTL, generated upon 

cleavage by aggrecanase. The BC-3 antibody reportedly recognizes this neoepitope only 
when it is at the N-terminus and not when it is present internally within aggrecan 
fragments or within the aggrecan protein core. Only products produced upon cleavage by 
aggrecanase reportedly are detected. Kinetic studies using this assay reportedly yield a Km 

20 of 1.5+/-0.35 /iM for aggrecanase. To evaluate inhibition of aggrecanase, compounds are 
prepared as 10 mM stocks in DMSO, water, or other solvents and diluted to appropriate 
concentrations in water. Drug (50 /iL) is added to 50 jiL of aggrecanase-containing media 
and 50 fiL of 2 mg/ml aggrecan substrate and brought to a final volume of 200 fiL in 0.2 
M Tris, pH 7.6, containing 0.4 M NaCl and 40 mM CaCl 2 . The assay is run for 4 hr at 

25 37°C, quenched with 20 mM EDTA, and analyzed for aggrecanase-generated products. A 
sample containing enzyme and substrate without drug is included as a positive control and 
enzyme incubated in the absence of substrate serves as a measure of background. 
Removal of the glycosaminoglycan side chains from aggrecan reportedly is necessary for 
the BC-3 antibody to recognize the ARGSVIL epitope on the core protein. Therefore, for 

30 analysis of aggrecan fragments generated by cleavage at the Glu373-Ala374 site, 
proteoglycans and proteoglycan fragments are enzymaticaily deglycosylated with 
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chondroitinase ABC (0.1 units/10 fig GAG) for 2 hr at 37°C and then with keratanase (0.1 
units/10 fig GAG) and keratanase H (0.002 units/10 /ig GAG) for 2 hr at 37°C in buffer 
containing 50 mM sodium acetate, 0.1 M Tris/HCl, pH 6.5. After digestion, aggrecan in 
the samples is precipitated with 5 volumes of acetone and resuspended in 30 /iL of Tris 

5 glycine SDS sample buffer (Novex) containing 2.5% beta mercaptoethanol' Samples are 
loaded and then separated by SDS-PAGE under reducing conditions with 4-12% gradient . 
gels, transferred to nitrocellulose and immunolocated with 1 :500 dilution of antibody BC3. 
Subsequently, membranes are incubated with a 1:5000 dilution of goat anti-mouse IgG 
alkaline phosphatase second antibody and aggrecan catabolites visualized by incubation 

10 with appropriate substrate for 10-30 minutes to achieve optimal color development. Blots 
are quantitated by scanning densitometry and inhibition of aggrecanase determined by 
comparing the amount of product produced in the presence versus absence of compound. 

********* 

1 5 [13981 The above detailed description of preferred embodiments is intended only 

to acquaint others skilled in the art with the invention, its principles, and its practical 
application so that others skilled in the art may adapt and apply the invention in its 
numerous forms, as they may be best suited to the requirements of a particular use. This 
invention, therefore, is not limited to the above embodiments, and may be variously 

20 modified. 
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We claim: 

1 . A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 

HO IYxsP 

^^Se'-eW (1-1); and 

as to A 1 and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyL, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
caibocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
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any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 

selected alkyl; and 
Y is selected from the group consisting of: 

nitrogen, and 

carbon bonded to hydrogen, and 
carbon bonded to R x ; and 
E 1 is heteroaryl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, amino, mono-alkylamino, 
di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
E 2 is selected from the group consisting of -0-, -C(O)-, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(0>, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(O) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of halogen, cyano, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl; wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, hydroxyimino, 
amino (optionally substituted with up to two substituents independently selected 

611 



.03091 247A2J_> 



WO 03/091247 



PCT/US03/13123 



from alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
carbocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
5 halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 

imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
10 carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
15 aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 
20 on any amino nitrogen atom with up to 2 substituents independently 

selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 

2. A compound or salt thereof according to claim 1 , wherein the compound 
25 corresponds in structure to the following formula: 




E^E^E 3 (2-1). 
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3 . A compound or salt thereof according to claim 2, wherein the compound 
corresponds in structure to the following formula: 




E^EVE 3 (3-1). 



5 4. A compound or salt thereof according to claim 3, wherein the compound 

corresponds in structure to the following formula: 

9 Q o 



OH 

E x -E 2 -E 3 (4-1). 



5. A compound or salt thereof according to claim 4, wherein the compound 
1 0 corresponds in structure to the following formula: 



(5-1). 



6. A compound or salt thereof according to claim 3, wherein: 
the compound corresponds in structure to the following formula: 

HO x JL 3sl . 





H a*\ 2 L J< RX 

15 ^^^E^E^E 3 (6-1), and 

R*' is halogen. 

7. A compound or salt thereof according to claim 6, wherein the compound 
corresponds in structure to the following formula: , 
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3 (7-1). 



8. A compound or salt thereof according to claim 2, wherein Y is nitrogen. 

9. A compound or salt thereof according to claim 2, wherein Y is carbon bonded 
to hydrogen. 

10. A compound or salt thereof according to claim 2, wherein E 2 is abond. 

1 1. A compound or salt thereof according to claim 2, wherein A 1 and A2 are 
independently selected from the group consisting of hydrogen, alkyl, alkoxyalkyl, 
alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, 
carbocyclylalkynyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylalkylthio, 
carbocyclylthioalkyl, carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 

15 heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, wherein: 
any member of such group optionally is substituted with up to 3 
independently selected R x substituents. 



10 



20 12. A compound or salt thereof according to claim 1 1, wherein the compound 

corresponds in structure to a formula selected from the group consisting of: 

<V 0 HCX. 



HOs. 






(12-1), 



(12-2), 
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(12-5). 



13. A compound or salt thereof according to claim 1 1 , wherein the compound 
corresponds in structure to the following formula: 




14. A compound or salt thereof according to claim 11, wherein the compound 
corresponds in structure to the following formula: 




10 15. A compound or salt thereof according to claim 2, wherein A 1 and A 2 , together 

with the carbon to which they are bonded, form heterocyclyl or carbocyclyl, wherein: 
the heterocyclyl and carbocyclyl optionally are substituted with up to 3 

independently selected R x substituents. 
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16. A compound or salt thereof according to claim 15, wherein the compound 



corresponds in structure to a formula selected from the group consisting of: 




(16-5), and (16-6). 



17. A compound or salt thereof according to claim 15, wherein the compound 
5 corresponds in structure to the following formula: 
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1 8.- A compound or salt thereof according to claim 1 5, wherein the compound 
corresponds in structure to the following formula: 




5 1 9. A compound or salt thereof according to claim 1 5, wherein: 

the compound corresponds in structure to the following formula: 




(19-1); and 



A is selected from the group consisting of -0-, -N(H)-, -N(R X )-, -S-, -S(0)-, and 
-S(0) 2 -; and 

10 R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxy, 

alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, RaRa-aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
15 cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 

alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 
20 the amino optionally is substituted with up to 2 independently 

selected alkyl. 

20. A compound or salt thereof according to claim 19, wherein E 1 is selected 
from the group consisting of pyrazinyl, pyrimidinyl pyridazinyl, furanyl, thienyl, pyrrolyl, 
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imidazolyl, pyrazolyl, triazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, thiodiazolyl, 
. oxathiazolyl, oxadiazolyl, oxathiolyl, pyranyl, pyridinyl, triazinyl, tetrazolyl, oxazinyl, 
azepinyl, and diazepinyl, wherein: 

each such substituent is optionally substituted with one or more substituents 
5 independently selected from the group consisting of halogen, hydroxy, amino, 

mono-alkylainino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and 

alkyltbio, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
1 0 halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, thioxo, and 

imino. 

21 . A compound or salt thereof according to claim 20, wherein E 1 is selected 
from the group consisting of pyrazinyl, pyrimidinyl, pyridazinyl, furanyl, thienyl, pyrrolyl, 

1 5 imidazolyl, pyrazolyl, triazolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, thiodiazolyl, 
oxathiazolyl, oxadiazolyl, oxathiolyl, pyranyl, pyridinyl, diazinyl, triazinyl, oxazinyl, 
azepinyl, and diazepinyl. 

22. A compound or salt thereof according to claim 21, wherein E 1 is thienyl. 

20 

23. A compound or salt thereof according to claim 22, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 

y <V° ho XV^ 
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(23-3). 

24. A compound or salt thereof according to claim 21, wherein E 1 is thiazolyl. 

25 . A compound or salt thereof according to claim 24, wherein the compound 
5 corresponds in structure to a formula selected from the group consisting of: 




(25-2). 



26. A compound or salt thereof according to claim 21, wherein E 1 is pyridinyl. 



27. A compound or salt thereof according to claim 26, wherein the compound 
10 corresponds in structure to a formula selected from the group consisting of: 



HO 




HO 




(27-1), 



(27-2), 
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H CH 3 (27-10), 



(27-9), 




c»3 (27-12), 

(27-11), 
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O Op 





(27-13), 



(27-14), 



O O^o 





(27-15), 



CH 3 



(27-16), 




HO 



CH 3 




(27-18), 



9 Po 



l>0 '\r 




(27-19), 



(27-20), 



o c>o 




o oo 

II VS.'/ 





(27-21), 



(27-22), 
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(27-24). 



28. A compound or salt thereof according to claim 26, wherein the compound 



corresponds in structure to a formula selected from the group consisting of: 




(28-7), (28-8), 
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(28-15), (28-16), 




r r 6 
(28-19), (28-20), 
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(28-21), 



(28-23), 



HCk 



(28-25), 



(28-27), 




(28-29), 



(28-31), 




(28-22), 









(28-24), 




(28-26), 




(28-28), 




(28-30), 




(28-32), 
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29. A compound or salt thereof according to claim 26, wherein the compound 

i 

corresponds in structure to a formula selected from the group consisting of: 




(29-3), (29-4), 
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(29-11), and 



30. A compound or salt thereof according to claim 26, wherein the compound 
corresponds in structure to the following formula: 
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31. A compound or salt thereof according to claim 26, wherein the compound 
corresponds in structure to the following formula: 




32. A compound or salt thereof according to claim 26, wherein the compound 
corresponds in structure to the following formula: 




cO< CF3 

F /X F (32-1). 



10 33 . A compound or salt thereof according to claim 26, wherein the compound 

corresponds in structure to the following formula: 




34. A compound or salt thereof according to claim 26, wherein the compound 
15 corresponds in structure to the following formula: 

o o u o 




N 

A 




L 3 (34-1). 
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35. A compound or salt thereof according to claim 26, wherein the compound 
corresponds in structure to the following formula: 




36. A compound or salt thereof according to claim 21, wherein E 1 is pyrazinyl. 

37. A compound or salt thereof according to claim 36, wherein the compound 
corresponds in structure to the following formula: 



38. A compound or salt thereof according to claim 36, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 




Cf 3 (37-1). 



10 




(38-1), 



(38-2), 




(38-3), 



(38-4), 
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F F 



(38-5), 



f v° 





N' 



CF 3 



(38-7). 




(38-6), and 



39. A compound or salt thereof according to claim 36, wherein the compound 
corresponds in structure to the following formula: 




(39-1). 



40. A compound or salt thereof according to claim 36, wherein the compound 
corresponds in structure to the following formula: 



ho aV 





N X^ X CF 3 

F /X F (40-1). 



10 



41. A compound or salt thereof according to claim 21, wherein E 1 is pyrimidinyl. 
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42. A compound or salt thereof according to claim 41, wherein the compound 
corresponds in structure to the following formula: 




^3 (42-1). 



43. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 




v 1 

■E*-E 2 -E 3 (43-1); and 



as to A* and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
1 0 heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
15 carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 

carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
20 wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
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R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoaikyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
5 heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 
10 any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 
selected alkyl; and 

15 E 1 is heterocyclyl optionally substituted with one or more substituents 

independently selected from the group consisting of halogen, hydroxy, oxo, amino, 
mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, 
wherein: 

any member of such group optionally is substituted with one or more 
20 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
E 2 is selected from the group consisting of -0-, -C(O)-, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R>, -N(R a )-C(OK -C(0>N(R a >N(R a )-C(0)-, -S-, -S(0>, -S(0) 2 -, 
-N(R a )-S(0) 2 -> -S(0) 2 -N(R>, -0-S(0)2-, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
25 and 

E 3 is selected from the group consisting of hydrogen, halogen, cyano, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 



631 



BNSDOCID: <WO 03091 247A2J_> 



WO 03/091247 



PCTAJS03/13123 



any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
5 carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 

wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
10 imino, aminocarbonyl, and amino; and 

each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
15 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 

carbocyclylsulfonylalkyl, heterocyclyl heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
20 optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
25 selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl. 
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44. A compound or salt thereof according to claim 43, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 



45. A compound or salt thereof according to claim 43, wherein E 1 is heterocyclyl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, 
alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

46. A compound or salt thereof according to claim 45, wherein E 3 is selected 
from the group consisting of hydrogen, halogen, cyano, Ci-C 9 -alkyl, 
C r C 9 -alkoxy-Ci-C 9 -alkyl, C 3 -C 6 -cycloalkyl, C 3 -C 6 -cycloalkyl-Ci-C 6 -alkyl, phenyl, 
Ci-C 6 -aUcylphenyl, Ci-C 6 -alkoxyphenyl, phenyl-Ci-C 6 -alkyl, heterocyclyl-Ci-C 6 -alkyl, 
Ci-C 6 -alkylheterocyclyl, and Ci-C 6 -alkoxyheterocyclyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen and 
cyano, and 




(44-2), and 



CF 3 



(44-1), 




(44-3). 
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any heterocyclyl of E 3 has 5 to 10 ring members, and is optionally 
substituted with up to 2 oxo. 

47. A compound or salt thereof according to claim 46, wherein -E 2 -E 3 is selected 
from the group consisting of hydrogen, halogen, Ci-Co-alkyl, CrC4-alkoxy, 
methoxymethoxy, butoxy, butylamino, phenyl, methylphenyl, methoxyphenyl, 
phenylmethoxy, and phthalimidylbutyl, wherein; 

any member of such group optionally is substituted with one or more 

fluoro. 



48. A compound or salt thereof according to claim 45, wherein each R x is 
independently selected from the group consisting of aldehydo, Ci-C6-alkyl, C 3 -C6-alkynyl, 
Ci-C6-alkylcarbonyl, Ci-C 6 -alkoxycarbonyl, C 3 -C 6 -alkenyloxycarbonyl, 
C 3 -C6-alkynyloxycarbonyl, amino, amino-Ci-C6-alkyl, aminocarbonyl, 
15 amino-CrCe-alkylcarbonyl, amino(thiocarbonyl), aminosulfonyl, 
Ci-C 6 -alkylaminocarbonyl, C 3 -cycloalkyl, C 3 ^ycloalkyl-Ci-C 6 -alkyl, 
C 3 -cycloalkylcarbonyl, phenyl, phenyl-Ci-Q-alkyl, phenylcarbonyl, phenylsulfonyl, 
CrCe-alkoxyphenyl, heterocyclyl, heterocyclyl-Ci-Ce-alkyl, heterocyclylcaibonyl, 
heterocyclylsulfonyl, and CrC 6 -alkoxyheterocyclyl, wherein: 
20 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, cyano, 
hydroxy, C r C 6 -alkyl, and Ci-C 6 -alkoxy, wherein: 

the alkyl and alkoxy are optionally substituted with one or more 
independently selected halogen, 
25 any amino of R x optionally is substituted with up to 2 independently 

selected CrC6-alkyl, and 

any heterocyclyl of R x has 5 to 10 ring members, and optionally is 
substituted with up to 2 oxo. 
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49. A compound or salt thereof according to claim 48, wherein R x is selected 
from the group consisting of butyl, methoxyethyl, cyclopropyl, methylphenyl, 
phenylmethyl, pyridinyl, pyrimidinyl, and pyridinylmethyl. 

5 50. A compound or salt thereof according to claim 49, wherein R x is selected 

from the group consisting of 2-methoxyethyl, pyridinyl, and pyrimidinyl. 

51. A compound or salt thereof according to claim 45, wherein the compound 
corresponds in structure to the following formula: 



" : ' r. V T i 



10 ^E^-E 3 (51-1). 



52. A compound or salt thereof according to claim 5 1 , wherein A 1 is alkyl. 

53. A compound or salt thereof according to claim 52, wherein the compound 
1 5 corresponds in structure to the following formula: 

°<w> 




CH 3 



(534). 



54. A compound or salt thereof according to claim 45, wherein A* and A 2 , 
together with the carbon to which they are bonded, form cycloalkyl optionally substituted 

20 with up to 3 independently selected R x substituents. 

55. A compound or salt thereof according to claim 54, wherein A 1 and A 2 , 
together with the carbon to which they are bonded, form cyclopentyl. 
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56. A compound or salt thereof according to claim 55, wherein the compound 
corresponds in structure to the following formula: 



0 O w O 



HO. 



(56-1). 



5 57. A compound or salt thereof according to claim 54, wherein A 1 and A 2 , 

together with the carbon to which they are bonded, form cyclohexyl. 

58. A compound or salt thereof according to claim 57, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 

(58-2). 




10 



(58-1) 

59. A compound or salt thereof according to claim 45, wherein A 1 and A 2 , 
together with the carbon to which they are bonded, form cycloalkenyl optionally 
substituted with up to 3 independently selected R x substituents. 

15 60. A compound or salt thereof according to claim 59, wherein the compound 

corresponds in structure to the following formula: 




3 (60-1). 
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61 . A compound or salt thereof according to claim 45, wherein: 
the compound corresponds in structure to the following formula: 





(61-1); and 

A is selected from the group consisting of -O-, -N(H)-, -N(R X )-, -S-, -S(O)-, and 
5 -S(0) 2 S and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 

4 R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 

4 

carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
10 substituents independently selected from the group consisting of halogen, hydroxy, 

; cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 

alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
1 5 halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 

i. 

i selected alkyl. 



62. A compound or salt thereof according to claim 6 1 , wherein E 1 is selected 
20 from the group consisting of pyrazinyl, pyrimidinyl pyridazinyl, furanyl, 

tetrahydropyranyl, dihydrofuranyl, tetrahydrofuranyl, thienyl, dihydrothienyl, 
tetrahydrothienyl, pyrrolyl, pyrrolinyl, pyrrolidinyl, imidazolyl, imidazolinyl, 
imidazolidinyl, pyrazolyl, pyrazoUnyl, pyrazolidinyl, triazolyl, tetrazolyl, oxazolyl, 
isoxazolyl, oxazohdinyl, isoxazolidinyl, thiazolyl, isothiazolyl, thiazolinyl, isothiazolinyl, 
25 thiazolidinyl, isothiazolidinyl, thiodiazolyl, oxathiazolyl, oxadiazolyl, oxatriazolyl, 
oxathiolyl, oxathiolanyl, pyranyl, dihydropyranyl, pyridinyl, piperidinyl, piperazinyl, 
triazinyl, oxazinyl, morpholinyl, azepinyl, diazepinyl, indolizinyl, pyrindinyl, 
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pyranopyrrolyl, 4H-quinolizinyl, purinyl, naphthyridinyl, pyridopyridinyl, pteridinyl, 
indolyl, isoindolyl, indoleninyl, isoindazolyl, benzazinyl, phthalazinyl, quinoxalinyl, 
quinazolinyl, benzodiazinyl, benzopyranyl, benzothiopyranyl, benzoxazolyl, indoxazinyl, 
anfhranilyl, benzodioxolyl, benzodioxanyl, benzoxadiazolyl, benzofuranyl, 
5 isobenzofuranyl, benzothienyl, isobenzothienyl, benzothiazolyl, benzothiadiazolyl, 
benzimidazolyl, benzotriazolyl, benzoxazinyl, benzisoxazinyl, tetrahydroisoquinolinyl , 
carbazolyl, xanthenyl, and acridinyl, wherein: 

any member of such group is optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
oxo, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, thioxo, and 
imino. 



10 



15 



63. A compound or salt thereof according to claim 62, wherein E l is 
heterocycloalkyl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, 
20 di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

25 64. A compound or salt thereof according to claim 62, wherein E 1 is 

heterocycloalkenyl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, oxo, amino, mono-alkylamino, 
di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
30 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
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65. A compound or salt thereof according to claim 64, wherein the compound 
corresponds in structure to the following formula: 




(65-1). 



66. A compound or salt thereof according to claim 62, wherein E l is heteroaryl 
optionally substituted with one or more substituents independently selected from the group 
consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, 
alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 

1 0 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

67. A compound or salt thereof according to claim 66, wherein E 1 is 5-member 
1 5 heteroaryl optionally substituted with one or more substituents independently selected 

from the group consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, 
nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
20 cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

68. A compound or salt thereof according to claim 67, wherein E 1 is thiazolyl. 
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69. A compound or salt thereof according to claim 68, wherein the compound 



corresponds in structure to a formula selected from the group consisting of: 




(69-11), (69-12), 
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O OO 



H 




N- ' 



(69-13), 



o oo 





o oo 

N 

O 




o oo 

HO.... A J^V^A 



(69-17), 



.CH 3 



O Oo 

HO... A ^-N^\ s 





(69-18), 

o oo 

Sr 

(69-20), 




(69-19), 



O Oo 



(69-21), 

o o w o 




.CH 3 



O Oo 



N 





(69-22), 

o oo 

HO.., A X N ^. X /] 




(69-23), 



(69-24), 
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(69-25), 




(69-27), and 




o oo 

N- 

(69-26), 



HO 



(69-28). 



N* 




70. A compound or salt thereof according to claim 68, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 



N 
H 




9 °.o 
ho_X^s~ n O s 

N' 

o 



(70-1), 



o Op 




H 




N 





H<X 



(70-2), 

o oo 

s- 

(70-4). 




(70-3), and 
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71. A compound or salt thereof according to claim 68, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 




(71-3). 

72. A compound or salt thereof according to claim 67, wherein E 1 is selected 
from the group consisting of oxadiazolyl and thiodiazolyl. 



73. A compound or salt thereof according to claim 72, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 




(73-4). 



643 



WO 03/091247 



PCT/US03/13123 



74. A compound or salt thereof according to claim 66, wherein E 1 is a 6-member 
heteroaryl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, 
nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and hnino. 



10 



75. A compound or salt thereof according to claim 74, wherein E 1 is pyridinyl. 

76. A compound or salt thereof according to claim 75, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 



HO 




HO 




(76-1), 



(76-2), 



V 



H% B ?<ro. 



^0 



(76-4), 



(76-3), 




HO. 




(76-9), 



(76-10), 
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HO 




(76-11), 




(76-17), 



HO 



H 




(76-19), 




(76-21), 



JlV. 



(76-23), 



HO v AX. 

N >C 1ST 




o 



(76-12), 




o. 



(76-18), 



HO. 



w">C> 




o 



(76-20), 



HO. 



CH 3 






(76-22), 



9 o. 



HO 




(76-24), 
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HO. JL Jst /\ 



H 




ft o wP 



(76-25), 



HO* 



CH, 



(76-27), 

O on 




(76-26), 



(76-29), 



/? oo 



h 



HO 




^1 






CH 3 



H 0 ^XK 



(76-31), 

O Oo 



HO 




(76-32), 



O Oo 

(76-34), and 




(76-33), 
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(76-35). 



77. A compound or salt thereof according to claim 75, wherein the compound 



corresponds in structure to a formula selected from the group consisting of: 
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78. A compound or salt thereof according to claim 75, wherein the compound 
corresponds in structure to the following formula: 




(78-1). 



79. A compound or salt thereof according to claim 75, wherein the compound 



corresponds in structure to a formula selected from the group consisting of: 
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(79-7). 



80. A compound or salt thereof according to claim 74, wherein E 1 is pyrazinyl. 

81 . A compound or salt thereof according to claim 80, wherein the compound 
5 corresponds in structure to a formula selected from the group consisting of: 




(81-3), and 
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82. A compound or salt thereof according to claim 80, wherein the compound 
corresponds in structure to the following formula: 



HO, 




3 (824). 



83. A compound or salt thereof according to claim 80, wherein the compound 
corresponds in structure to the following formula: 



HO 




3 (83-1). 



84. A compound or salt thereof according to claim 80, wherein the compound 
1 0 corresponds in structure to the following formula: 




[ 3 (84-1). 



85. A compound or salt thereof according to claim 74, wherein E 1 is pyrimidinyl. 
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86. A compound or salt thereof according to claim 85, wherein the compound 



corresponds in structure to a formula selected from the group consisting of: 




(86-7). 
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87. A compound or salt thereof according to claim 85, wherein the compound 
corresponds in structure to the following formula: 





3 (87-1). 



88. A compound or salt thereof according to claim 85, wherein the compound 
corresponds in structure to the following formula: 




F F (88-1). 



89. A compound or salt thereof according to claim 85, wherein the compound 
10 corresponds in structure to a formula selected from the group consisting of: 



HO. 



9 %P 



H 




H(K 



X) N 

Km, 
(89-D. 

s 

0-CH3 

(89-3), and 



?i 9wO 



HO. 



>CH 3 
(89-2), 



s 




°-CH 3 
(89-4). 



CH 3 
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90. A compound or salt thereof according to claim 74, wherein E 1 is pyridazinyl. 

91 . A compound or salt thereof according to claim 90, wherein the compound 
5 corresponds in structure to a formula selected from the group consisting of: 

" HO IV 

v ix 

(91-1), (91-2), 

92. A compound or salt thereof according to claim 90, wherein the compound 
corresponds in structure to the following formula: 

o 



10 




HO 




(92-5). 



93. A compound or salt thereof according to claim 66, wherein E l is a multi-ring 
heteroaryl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, 
nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 
1 5 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
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94. A compound or salt thereof according to claim 93, wherein the compound 
corresponds in structure to the following formula: 

° QwO 




^3 (94-1). 



95 . A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 

H A> L I 



z 3 




(95-1); and 



as to A* and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
10 heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
1 5 carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 

carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyL 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
20 wherein: 
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any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
5 R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 

R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
1 0 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
15 more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl; and 

Y is selected from the group consisting of nitrogen or carbon bonded to hydrogen; 

20 and 

E 2 is selected from the group consisting of -0-, -C(0)-, -C(0)-0-, -0-C(0)-, 
-N(R a )-, -C(0>N(R a >, -N(R>C(0)-, -C(0>N(R a )-N(R a >C(0)-, -S-, -S(O)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 

25 E 3 is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 

, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, and 
alkoxyalkylthioalkyl, wherein: 

each member of such group is partially substituted with one or more 
independently selected halogen; and 
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each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
5 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, oarbocyclylsulfonyl, 

caibocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
1 0 optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
15 selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl; and 

Z\ Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 
20 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

96. A compound or salt thereof according to claim 95, wherein -E 2 -E 3 is selected 
25 from the group consisting of alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy, 

each member of such group is substituted with one or more independently 
selected halogen. 
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97. A compound or salt thereof according to claim 96, wherein the compound 
corresponds in structure to the following formula: 




CF 3 

f' n f (97-1). 

5 98. A compound or salt thereof according to claim 96, wherein the compound 

corresponds in structure to the following formula: 




CF 3 

f n f (98-1). 

99. A compound or salt thereof according to claim 95, wherein -E 2 -E 3 is selected 
1 0 from the group consisting of alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

each such substituent is substituted with trihalomethyl. 

1 00. A compound or salt thereof according to claim 95, wherein -E 2 -E 3 is 
selected from the group consisting of haloalkyl, haloalkoxy, halo-substituted alkoxyalkyl, 

15 and halo-substituted alkoxyalkoxy, wherein: 

each member of such group is substituted with trihalomethyl. 



101 . A compound or salt thereof according to claim 95, wherein E 3 comprises a 



carbon bonded to at least one halo and at least one hydrogen. 



20 



102. A compound or salt thereof according to claim 95, wherein -E 2 -E 3 is 
selected from the group consisting of alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy, 
wherein: 
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each member of such group is substituted with one or more halogen 
independently selected from the group consisting of chloro and fluoro. 

2 3* 

103. A compound or salt thereof according to claim 95, wherein -E -E is 
selected from the group consisting of haloalkyl, haloalkoxy, halo-substituted alkoxyalkyl, 
and halo-substituted alkoxyalkoxy, wherein: 

each member of such group is substituted with trifluoromethyl. 

1 04. A compound or salt thereof according to claim 95, wherein: 
the compound corresponds in structure to the following formula: 




A is selected from the group consisting of -O, -N(H)-, -N(R X )-, -S-, -S(0)-, and 
-S(0) 2 S and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
R^oxyalkyl, alkylsulfonyl, R a R^aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl. 
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105. A compound or salt thereof according to claim 104, wherein -E 2 -E 3 is 
selected from the group consisting of alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy, 
wherein: 

5 each member of such group is substituted with fluoro. 

106. A compound or salt thereof according to claim 104, wherein -E 2 -E 3 is 
selected from the group consisting of alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy, 
wherein: 

1 0 each member of such group is substituted with trifluoromethyl. 



1 07. A compound or salt thereof according to claim 106, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(107-5), (107-6), 
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HO 



O 




o 



HO. 




(107-7), 



HO. 



(107-9), 




(107-11), 




(107-13), 



6 




o 



(107-8), 



\ 



^CH 3 
(107-10), 




(107-12), 



O on 




CF, 



(107-14), 
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Poo 

HO J 
H 



O Oo 

h n ^ \// 



HO 



(107-15), 




(107-17), 



9 9o 





(107-19). 




(107-16), 
o OO 



H 



CF 3 



(107-18), and 



1 08. A compound or salt thereof according to claim 106, wherein the compound 
corresponds in structure to the following formula: 



HO 




o 




(108-1). 
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109. A compound or salt thereof according to claim 106, wherein the compound 
corresponds in structure to the following formula: 




110. A compound or salt thereof according to claim 106, wherein the compound 
corresponds in structure to the following formula: 




111. A compound or salt thereof according to claim 106, wherein the 
1 0 compound corresponds in structure to the following formula: 




3 (111-1). 



112. A compound or salt thereof according to claim 1 06, wherein the 
compound corresponds in structure to the following formula: 



15 
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113. A compound or salt thereof according to claim 106, wherein the 
compound corresponds in structure to the following formula: 




(113-1). 



5 1 1 4. A compound or salt thereof according to claim 1 06, wherein the 

compound corresponds in structure to the following formula: 



HO 




(114-1). 



115. A compound or salt thereof according to claim 104, wherein -E 2 -E 3 is 
10 selected from the group consisting of fluoroalkyl, fluoroalkoxy, fluoro-substituted 
alkoxyalkyl, and fluoro-substituted alkoxyalkoxy, wherein: 

each member of such group is substituted with trifluoromethyl. 



116. A compound or salt thereof according to claim 115, wherein the 
1 5 compound corresponds in structure to a formula selected from the group consisting of the 
following: 



HO 





F v F 



(116-1), 



(116-2), 
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(116-5). 



117. A compound or salt thereof according to claim 115, wherein the 
compound corresponds in structure to the following formula: 




118. A compound or salt thereof according to claim 1 1 5, wherein the 
compound corresponds in structure to the following formula: 




(118-1). 
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119. A compound or salt thereof according to claim 115, wherein the 
compound corresponds in structure to the following formula: 




(119-1). 



5 1 20. A compound or salt thereof according to claim 115, wherein the 

compound corresponds in structure to the following formula: 




(120-1). 



121. A compound or salt thereof according to claim 1 04, wherein E 3 comprises 
1 0 a carbon bonded to at least one fluoro and at least one hydrogen. 



BNSDOCID: <WO 03091 247A2_I_> 



665 



WO 03/091247 



PCTAJS03/13123 



122. A compound or salt thereof according to claim 121, wherein the 
compound corresponds in structure to a formula selected from the group consisting of the 
following: 




(122-1), 



(122-2), 



o 




HO. j^V 



(122-3), 



CF 2 H 



(122-4), 







(122-5), 



(122-6), 




HO. 




(122-8). 
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123. A compound or salt thereof according to claim 121, wherein the 
compound corresponds in structure to the following formula: 




;F 2 H (123-1). 



1 24. A compound or salt thereof according to claim 121, wherein the 
compound corresponds in structure to the following formula: 



0 0L ,p 




r 

-^^CH 2 F 
^3 (124-1). 



125. A compound or salt thereof according to claim 121, wherein the 
compound corresponds in structure to the following formula: 




x> > x:f 2 h 

FF (125-1). 
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126. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 



■E 3 

i 4 (126-1); and 



as to A 1 and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected as follows: 

A 1 is selected from the group consisting of hydrogen, alkyl, 
alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkyltirioalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, and 
heterocyclylalkylthioalkyl, wherein: 

any member of such group optionally is substituted with up 

to 3 independently selected R x substituents, and 
A 2 is selected from the group consisting of alkyl, alkoxyalkyl, 
alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylalkenyl, carbocyclylalkynyl, caibocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
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heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, and 
heterocyclylalkylthioalkyl, wherein: 

any member of such group optionally is substituted with up 

to 3 independently selected R x substituents; and 

5 each R x is independently selected from the group consisting of halogen, cyano, 

hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
1 0 carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 

heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
15 alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 
20 selected alkyl; and 

Y is selected from the group consisting of nitrogen and a carbon bonded to 
hydrogen; and 

E 2 is selected from the group consisting of -0-, -C(O)-, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a h -N(R a )-C(0>, -C(0)-N(R a )-N(R a )-C(0>, -S-, -S(O)-, -S(0) 2 -, 
25 -N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
30 substituents independently selected from the group consisting of halogen, hydroxy, 
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cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

5 any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
10 alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 

alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, aDcylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
1 5 heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
20 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, caibocyclyl, and 
carbocyclylalkyl; and 

25 Z l and Z 3 are independently selected from the group consisting of hydrogen, 

halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
30 cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
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Z 2 and Z 4 are independently selected from the group consisting of hydrogen, 
halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkylthio, wherein: 

the alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino optionally 
are substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, . 
oxo, thioxo, and imino, and 

the alkyl and alkoxy comprise at least two carbons and/or are substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and 
imino. 

127. A compound or salt thereof according to claim 126, wherein A 1 and A 2 are 
independently selected from the group consisting of alkoxyalkyl, alkylthioalkyl, alkenyl, 
15 alkynyl, carbocyclyl, carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, 

carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylalkylthio, 
heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, wherein: 
20 any member of such group optionally is substituted with up to 3 

independently selected R x substituents. 



128. A compound or salt thereof according to claim 126, wherein: 
the compound corresponds in structure to the following formula: 
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A is selected from the group consisting of -0-, -N(H>, -N(R>, -S-, -S(O)-, and 
-S(0) 2 -; and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
Ra-oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
5 carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfbnyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 
1 o any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl. 

15 

129. A compound or salt thereof according to claim 128, wherein E 3 is selected 
from the group consisting of carbocyclyl and carbocyclylalkyl, wherein: 

the carbocyclyl and carbocyclylalkyl optionally are substituted with one or 
more substituents independently selected from the group consisting of halogen, 
20 hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino 

(optionally substituted with up to two substituents independently selected from 
alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
carbocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or 
25 more substituents independently selected from the group consisting of 

halogen, hydroxy, cyano, caiboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino. 

130. A compound or salt thereof according to claim 129, wherein E 3 is selected 
30 from the group consisting of cycloalkyl and cycloalkylalkyl, wherein: 
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the cycloalkyl and cycloalkylalkyl optionally are substituted with one or 
more substituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino 
(optionally substituted with up to two substituents independently selected from 
5 alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 

carbocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, caiboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
10 imino, aminocarbonyl, and amino. 

131. A compound or salt thereof according to claim 130, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 



HO 

H 




^CH 3 ">CH 3 




(131-2), and 



(131-3). 

15 132. A compound or salt thereof according to claim 129, wherein E 3 is selected 

from the group consisting of aryl and arylalkyl, wherein: 

the aryl and arylalkyl optionally are substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
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cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino. 

133. A compound or salt thereof according to claim 132, wherein the 



compound corresponds in structure to a formula selected from the group consisting of: 




(133-5), 
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HO 



H , 




(133-7). 



10 



134. A compound or salt thereof according to claim 126, wherein E is selected 
the group consisting of heteroaryl and heteroarylalkyl, wherein: 

the heteroaryl and heteroarylalkyl optionally are substituted with one or 
more suhstituents independently selected from the group consisting of halogen, 
hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino 
(optionally substituted with up to two substituents independently selected from 
alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
carbocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 

halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 

imino, aminocarbonyl, and amino. 

135. A compound or salt thereof according to claim 134, wherein the 
:>ound corresponds in structure to the following formula: 
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136. A compound or salt thereof according to claim 134, wherein the compound 



corresponds in structure to a formula selected from the group consisting of: 




(136-5), and (136-6). 



137. A compound or salt thereof according to claim 1 26, wherein E 3 is selected 
5 from the group consisting of heterocycloalkyl and heterocycloalkylalkyl, wherein: 

the heterocycloalkyl and heterocycloalkylalkyl optionally are substituted 
with one or more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, tbioxo, imino, 
amino (optionally substituted with up to two substituents independently selected 
10 from alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 

carbocyclylalkyl, wherein: 
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any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino. 

5 

138. A compound or salt thereof according to claim 137, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(138-1). 

10 

1 39. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 




(139-1); and 



as to A 1 and A 2 : 

15 A* and A 2 , together with the carbon to which they are bonded, form 

heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A* and A 2 are independently selected from the group consisting of 
20 hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 

carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
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carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R^aminoalkyKR^amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
caibocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

■ any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl; and 
Y is selected from the group consisting of nitrogen and carbon bonded to 
hydrogen; and 

E 2 is selected from the group consisting of -0-, -C(O)-, -C(0)-O, -0-C(0)-, 
-N(R a )-, -C(0>N(R a )-, -N(R a >C(0)-, -C(0>N(R a )-N(R a )-C(0)-, -S-, -S(O)-, -S(0) 2 -, 
-N(R a >S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 
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E 3 is selected from the group consisting cyano, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, and alkoxyalkylthioalkyl, wherein: 

the alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, 
5 alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, and alkoxyalkylthioalkyl are 

substituted with one or more cyano; and 

each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
10 carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
1 5 aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 
20 on any amino nitrogen atom with up to 2 substituents independently 

selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
25 alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

30 140. A compound or salt thereof according to claim 139, wherein E 2 is a bond. 
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141. A compound or salt thereof according to claim 139, wherein: 
the compound corresponds in structure to the following formula: 




Z 4 (141-1); and 

A is selected from the group consisting of -0-, -N(H)-, -N(R X )-, -S-, -S(O)-, and 
: 5 -S(0) 2 -; and 

RX is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
Ra-oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
10 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
1 5 halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl. 

142. A compound or salt thereof according to claim 141, wherein -E 2 -E 3 is 
20 cyanoaryl. 
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143. A compound or salt thereof according to claim 142, wherein the compound 
corresponds in structure to the following formula: 




(143-1). 



5 144. A compound or salt thereof according to claim 141, wherein -E 2 -E 3 is 

cyano. 

145. A compound or salt thereof according to claim 144, wherein the compound 
corresponds in structure to the following formula: 




146. A compound or salt thereof according to claim 144, wherein the compound 
corresponds in structure to the following formula: 




147. A compound or salt thereof according to claim 141, wherein E 3 is 
cyanoalkyl. 
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148. A compound or salt tbereof according to claim 147, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(148-3). 



149. A compound or a salt thereof wherein: 

the compound corresponds in structure to the following formula: 




(149-1); and 



R x is selected from the group consisting of R c -oxyalkyl, R c R c -aminoalkyl, 
carbocyclyl, carbocyclylalkyl, and carbocyclylsulfonyl, wherein: 

the carbocyclyl and the carbocyclyl of the carbocyclylalkyl, 
carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, and carbocyclylsulfonyl 
are substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, nitro, 
nitroso, oxo, thioxo, imino, alkyl, alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 
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any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 
selected alkyl; and 
Y is selected from the group consisting of nitrogen and carbon bonded to 
hydrogen; and 

E 2 is selected from the group consisting of -0-, -C(O)-, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0)-N(R a >N(R a ).C(OK -S-, -S(0)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a K -0-S(0) 2 -, -S(0) 2 -0-, -C(NH>, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of hydrogen, halogen, cyano, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such gruop optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 

683 



WO 03/091247 



PCT/US03/13123 



heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfbnyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 
5 on any carbon atom(s) capable of such substitution with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitfoso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

10 carbocyclylalkyl; and 

each R c is independently selected from the group consisting of carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, and 
carbocyclylsulfonylalkyl, wherein: 
15 the carbocyclyl and the carbocyclyl of the carbocyclylalkyl, 

carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, and 
carbocyclylsulfonylalkyl are substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, 
20 carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

Z\ Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
25 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

150. A compound or salt thereof according to claim 149, wherein: 
RX is selected from the group consisting of R c -oxyalkyl, R^ c -aminoalkyl, phenyl, 
30 phenylalkyl, and phenylsulfonyl, wherein: 
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the phenyl and the phenyl of the phenylalkyl, phenyloxy, phenyloxyalkoxy, 
phenylthio, and phenylsulfonyl are substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, 
amino, carboxy, thiol, sulfo, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and 
5 alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 
10 selected alkyl; and 

each R c is independently selected from the group consisting of phenyl, 
phenylalkyl, phenyloxyalkyl, phenylalkoxyalkyl, phenylthioalkyl, phenylthioalkenyl, 
phenylsulfoxidoalkyl, phenylsulfonyl, and phenylsulfonylalkyl, wherein: 

the phenyl and the phenyl of the phenylalkyl, phenyloxyalkyl, 
1 5 phenylalkoxyalkyl, phenylthioalkyl, phenylthioalkenyl, phenylsulfoxidoalkyl, 

phenylsulfonyl, and phenylsulfonylalkyl are substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, and nitroso. 

20 151. A compound or salt thereof according to claim 150, wherein R x is phenyl 

substituted with one or more substituents independently selected from the group consisting 
of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, Ci-C6-alkyl, Ci-Ce-alkoxy, 
Ci-C 6 -alkoxy-Ci-C 6 -alkyl, and Ci-C 6 -alkoxy-Ci-C 6 -alkoxy, wherein: 

any member of such group optionally is substituted with one or more 
25 substituents independently selected from the group consisting of halogen and 

hydroxy, and 

the amino optionally is substituted with up to 2 independently selected 
Ci-Ce-alkyl. 

30 1 52. A compound or salt thereof according to claim 151, wherein R x is phenyl 

substituted with one or more substituents independently selected from the group consisting 
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of halogen, hydroxy, cyano, amino, carboxy, thiol, sulfo, d-C 2 -alkyl, Ci-C 2 -alkoxy, 
CrC2-alkoxy-CrC 2 -alkyl, and C r C 2 -alkoxy-Ci-C 2 -alkoxy, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen and 
5 hydroxy, and 

the amino optionally is substituted with up to 2 independently selected 

Ci-C 2 -alkyl. 

153. A compound or salt thereof according to claim 1 52, wherein the 
10 compound corresponds in structure to a formula selected from the group consisting of: 




(153-3), (153-4), 



) 
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■J 





tx 






H 3 



(153-5), 



(153-6), 



HO. 



H V>X /N 1 




(153-7), 



(153-8), 



9 9wP 



HO. 





(153-9), 



H3C ^CE^ 



(153-10), 



HO. 




"CH3 





(153-11), 



(153-12), 
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HO 



H 




HO. 




(153-13), 



HO 




(153-15). 




'^CH, 



(153-14), and 



154. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 



HO 



9 o x p 





R rt -R x2 Z J 

(154-1); and 

R xl is selected from the group consisting of -C(0)-, -C(S)-, -C(NR b )-> and -S(0) 2 -; 



and 



R b is selected from the group consisting of hydrogen and hydroxy, and 
RX 2 is selected from the group consisting of hydrogen, hydroxy, alkyl, alkenyl, 
alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, R a -oxyaDcyl, alkenyloxy, alkynyloxy, 
10 R a R a -amino, R a R a -aminoalkyl, R^^aminoalkoxy, R a R a -annnoalkyl(R a )amino, 
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carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, heterocyclyl, 
heterocyclylalkyl, heterocyclyloxy, and heterocyclyloxyalkoxy, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
5 cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, alkoxy, 

alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy; and 
10 Y is selected from the group consisting of nitrogen and carbon bonded to 

hydrogen; and 

E 2 is selected from the group consisting of -0-, -C(0)-, -C(0)-0-, -O-C(O)-, 
-N(R 3 )-, -C(0)-N(R>, -N(R a )-C(Oh -C(0)-N(R a )-N(R a )-C(0)., -S-, -S(0>, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -O, -C(NH>, -C(NOH)-, and a bond; 
15 and 

E 3 is selected from the group consisting of hydrogen, halogen, cyano, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 
20 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
25 wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
30 each R a is independently selected from the group consisting of hydrogen, hydroxy, 

alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
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alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, caibocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
5 heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
1 0 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

15 Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 

hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
20 cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

155. A compound or salt thereof according to claim 154, wherein -E 2 -E 3 is 
selected from the group consisting of n-pentyl and n-butoxy, wherein: 

the n-pentyl and n-butoxy optionally are substituted with one or more 

25 fluoro. 

156. A compound or salt thereof according to claim 1 54, wherein R 5 " 2 is 
selected from the group consisting of hydrogen, amino, alkyl, alkoxy, alkoxyalkyl, 
alkoxyalkoxy, alkenyloxy, alkynyloxy, aminoalkyl, cycloalkyl, aryl, heterocycloalkyl, and 

30 heteroaryl, wherein: 
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any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, oxo, 
hydroxy, and alkyl, and 

the amino optionally is substituted with up to two substituents 
5 independently selected from the group consisting of alkyl and alkoxyalkyL 

157. A compound or salt thereof according to claim 156, wherein the 
compound corresponds in structure to the following formula: 




10 

158. A compound or salt thereof according to claim 157, wherein the 



compound corresponds in structure to a formula selected from the group consisting of: 




(158-3), and 
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159. A compound or salt thereof according to claim 157, wherein R is 
heteroaryl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, oxo, hydroxy, and alkyl. 

160. A compound or salt thereof according to claim 159, wherein the compound 
corresponds in structure to the following formula: 




161. A compound or salt thereof according to claim 156, wherein the 
compound corresponds in structure to the following formula: 




162. A compound or salt thereof according to claim 161, wherein the 
compound corresponds in structure to the following formula: 




L 3 



(162-1). 
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163. A compound or salt thereof according to claim 156, wherein the 
compound corresponds in structure to the following formula: 




(163-1). 



164. A compound or salt thereof according to claim 163, wherein the compound 
corresponds in structure to the following formula: 




(164-1). 



165. A compound or salt thereof according to claim 156, wherein the 
compound corresponds in structure to the following formula: 




(165-1). 
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166. A compound or salt thereof according to claim 165, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




v -GO 

3 (166-2), 
(166-1), 

C J u 






(166-4), 



(166-3), 

9 o. 



(166-6), 



HO 



^3 

(166-5), 

(166-8), 

(166-7), 
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(166-15), (166-16), 
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O v JO 



HO. 



H I iX^I 



XK 



(166-17), 



o 



O v JO 



HO. 




£hO ^O^^CHj 
(166-19), 



0 AcF 3 




(166-21), 



o ^CH, XXo^^CH 3 



(166-23), 



u V 




O^CH 3 



XX^^CH 3 



o 



CH 3 
(166-18), 



HO. 




^Xy^-^H 3 



(166-20), 



XX)^^CH 3 




(166-25), 



°^^CH 3 



(166-26), and 
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(166-27). 



1 67. A compound or salt thereof according to claim 156, wherein R* 2 is 
selected from the group consisting of cycloalkyl and aryl, wherein: 

the cycloalkyl and aryl optionally are substituted with one or more 
substituents independently selected from the group consisting of halogen, o: 
hydroxy, and alkyl. 



1 68. A compound or salt thereof according to claim 167, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(168-1) (168-2). 



10 



1 69. A compound or salt thereof according to claim 1 56, wherein R" 2 is 
selected from the group consisting of heterocycloalkyl and heteroaryl, wherein: 

the heterocycloalkyl and heteroaryl optionally are substituted with one 
more substituents independently selected from the group consisting of halogen, 
1 5 oxo, hydroxy, and alkyl. 



or 
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170. A compound or salt thereof according to claim 169, wherein the 
compound corresponds in structure to a formula selected from the group consisting 




(170-8), 
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(170-11), and (170-12). 



171 . A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 




(171-1); and 



as to Al andA2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and caibocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 

A* and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
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carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
Ra-oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
RaRa-aminoalkyl, RaRa-aminoalkoxy, RaRa-aminoalkyl(R a )amino, R a R a -amuiosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
20 halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 

selected alkyl; and 

E 2 is selected from the group consisting of -0-, -C(0)-, -C(0)-0-, -0-C(0)-, 
-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(0>, -S(0) 2 -, 
25 -N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0)2-0-, -C(NH>, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of hydrogen, halogen, cyano, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
30 heterocyclyl, and heterocyclylalkyl, wherein: 
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any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 1 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
5 carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 

wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
10 imino, aminocarbonyl, and amino; and 

each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
1 5 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 

carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
20 optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
25 selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl; and 

Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 
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any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
at least one of Z\ Z 2 , Z 3 , Z 4 , and -E 2 -E 3 is halogen. 

172. A compound or salt thereof according to claim 171, wherein E 3 is selected 
from the group consisting of hydrogen, halogen, cyano, Ci-Co-alkyl, 
C 1 -C 9 -alkoxy-CrC 9 -allcyl, C 3 -C 6 -cycloalkyl, C 3 -C 6 -cycloalkyl-Ci-C6-alkyl, phenyl, 
CrC 6 -alkylphenyl, C r C 6 -alkoxyphenyl, phenyl-C r C 6 -alkyl, heterocyclyl-Ci-C 6 -alkyl, 
Ci-C 6 -alkylheterocyclyl, and Ci-C 6 -alkoxyheterocyclyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen and 
cyano, and 

any heterocyclyl of E 3 has 5 to 10 ring members, and is optionally 
substituted with up to 2 oxo. 

173. A compound or salt thereof according to claim 172, wherein -E 2 -E 3 is 
selected from the group consisting of butyl, pentyl, ethoxy, propoxy, methoxyethoxy, 
cyclobutyloxy, butoxy, trifluoromethylpropoxy, cyclopropylmethoxy, and phenyl. 

2(X 

174. A compound or salt thereof according to claim 171, wherein R x is selected 
from the group consisting of aldehydo, Ci-C 6 -alkyl, C 3 -C 6 -alkynyl, Ci-C 6 -alkylcarbonyl, 
CrC6-alkoxycarbonyl, C 3 -C6-alkenyloxycarbonyl, C 3 -C 6 -alkynyloxycarbonyl, amino, 
amino-Ci-C6-alkyl, aminocarbonyl, amino-C r C6-alkylcarbonyl, amino(thiocarbonyl), 

25 aminosulfonyl, Ci-C 6 -alkylaminocarbonyl, C 3 -cycloalkyl, C 3 -cycloalkyl-Ci-C6-alkyl, 
C 3 -cycloalkylcarbonyl, phenyl, phenyl-Ci-C 6 -alkyl, phenylcarbonyl, phenylsulfonyl, 
Ci-C 6 -alkoxyphenyl, heterocyclyl, heterocyclyl-Ci-C 6 -alkyl, heterocyclylcarbonyl, 
heterocyclylsulfonyl, and CrC 6 -alkox)dieterocyclyl, wherein: 

any member of such group optionally is substituted with one or more 
30 substituents independently selected from the group consisting of halogen, cyano, 

hydroxy, Ci-C 6 -alkyl, and Ci-Q-alkoxy, wherein: 
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the alkyl and alkoxy are optionally substituted with one or more 
independently selected halogen, 

any amino of R x optionally is substituted with up to 2 independently 
selected Ci-C6-alkyl, and 

any heterocyclyl of R x has 5 to 10 ring members, and optionally is 
substituted with up to 2 oxo. 

175. A compound or salt thereof according to claim 174, wherein R x is selected 
from the group consisting of butyl, methoxyethyl, cyclopropyl, methylphenyl, 
phenylmethyl, pyridinyl, pyrimidinyl, and pyridinylmethyl. 

176. A compound or salt thereof according to claim 171, wherein -E 2 -E 3 is 
halogen. 

1 77 . A compound or salt thereof according to claim 176, wherein the compound 
corresponds in structure to the following formula: 




178. A compound or salt thereof according to claim 171, wherein at least one 
of Z 1 , Z 2 , Z 3 , and Z 4 is halogen. 

179. A compound or salt thereof according to claim 178, wherein Z 1 , Z 2 , Z 3 , 
and Z 4 are independently selected from the group consisting of halogen and hydrogen. 
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12 3 

180. A compound or salt thereof according to claim 179, wherein Z , Z , Z , 
and Z 4 are independently selected from the group consisting of fluoro, chloro, and 
hydrogen. 

12 3 

5 181. A compound or salt thereof according to claim 1 80, wherein Z , Z , Z , 

and Z 4 are independently selected from the group consisting of fluoro and hydrogen. 

182. A compound or salt thereof according to claim 179, wherein A 1 and A 2 , 
together with the carbon to which they are bonded, form heterocycloalkyl optionally 

1 0 substituted with up to 3 independently selected R x substituents. 

183. A compound or salt thereof according to claim 1 82, wherein the 
compound corresponds in structure to the following formula: 




15 

1 84. A compound or salt thereof according to claim 179, wherein: 
the compound corresponds in structure to the following formula: 




Z 4 (184-1); and 

A is selected from the group consisting of -0-, -N(H)-, -N(R>, -S-, -S(0>, and 
20 -S(0) 2 -; and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
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R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl. 

185. A compound or salt thereof according to claim 1 84, wherein at least 2 of 
Z 1 , Z 2 , Z 3 , and Z 4 are hydrogen. 

1 86. A compound or salt thereof according to claim 1 85, wherein: 
three of Z\ Z 2 , Z 3 , and Z 4 are hydrogen; and 

one of Z l , Z 2 , Z 3 , and Z 4 is halogen. 

1 87. A compound or salt thereof according to claim 1 86, wherein: 
the compound corresponds in structure to the following formula: 




*E 2 -E 3 (187-1), and 



Z 1 is halogen. 
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188. A compound or salt thereof according to claim 1 87, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 





„. _ _ .... _ _CH S 

F 



(188-3), 



0 V 



(188-5), 



(188-7), 



(188-4), 




(188-6), 



H 3 

(188-8), and 
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(188-9). 



189. A compound or salt thereof according to claim 1 87, wherein the 
compound corresponds in structure to the following formula: 




:H 3 (189-1). 



190. A compound or salt thereof according to claim 1 87, wherein the 
compound corresponds in structure to the following formula: 




191. A compound or salt thereof according to claim 1 86, wherein: 
the compound corresponds in structure to the following formula: 
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192. A compound or salt thereof according to claim 191, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 



H 




L ^0^3 3 S 

^H 3 Kb 3 

(192-1), (192-2), 




(192-3), (192-4), 



(192-6), 



^0 



(192-5), 

-F 

H 3 C 

(192-7), 



(192-8), 
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ooo 



H 




(192-9), 

O Oo F 

HO^ T JI ^-N^A 



H 




(192-11), 



o oo 





O 



O on 



^ch 3 

(192-10), 



(192-12), and 






(192-13). 



1 93 . A compound or salt thereof according to claim 191, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 

Q 




'XCo 



(193-1). 
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1 94. A compound or salt thereof according to claim 191 , wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 



HO 



H 




O 



CH 3 (194-1). 



5 195. A compound or salt thereof according to claim 191, wherein the 

compound corresponds in structure to the following formula: 

HO. 




(195-1). 



HO v 



196. A compound or salt thereof according to claim 191, wherein the compound 
1 0 corresponds in structure to the following formula: 

h f i kJyY F 



(196-1). 
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197. A compound or salt thereof according to claim 191, wherein the 
compound corresponds in structure to the following formula: 




^ (197-1). 

198. A compound or salt thereof according to claim 191, wherein the 
compound corresponds in structure to the following formula: 




1 99. A compound or salt thereof according to claim 191, wherein the 
compound corresponds in structure to the following formula: 
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200. A compound or salt thereof according to claim 191, wherein the 
compound corresponds in structure to the following formula: 




(200-1). 



5 201. A compound or salt thereof according to claim 191, wherein the 

compound corresponds in structure to the following formula: 



H 



-CEU 



CH, 



(201-1). 



202. A compound or salt thereof according to claim 191, wherein the compound 
10 corresponds in structure to a formula selected from the group consisting of: 




XF 3 

(202-1), 




(202-2), and 




(202-3). 
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203. A compound or salt thereof according to claim 191, wherein the compound 
corresponds in structure to the following formula: 



HCk 




(203-1). 



10 



15 



204. A compound or salt thereof according to claim 1 85, wherein: 
two of Z\ Z 2 , Z 3 , and Z 4 are hydrogen; and 

two of Z ! , Z 2 , Z 3 , and Z 4 are halogen. 

205 . A compound or salt thereof according to claim 204, wherein: 
the compound corresponds in structure to the following formula: 

9 Q. ,Q 




E 2 -E 3 (205-1), and 



Z 1 and Z 2 are independently selected halogen. 



206. A compound or salt thereof according to claim 204, wherein: 
the compound corresponds in structure to the following formula: 



HO 




E 2 -E 3 (206-1), and 



Z 1 and Z 3 are independently selected halogen. 
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207. A compound or salt thereof according to claim 204, wherein: 
the compound corresponds in structure to the following formula: 




(207-1), and 



Z 2 and Z 4 are independently selected halogen. 

208. A compound or salt thereof according to claim 207, wherein the compound 
corresponds in structure to the following formula: 




(208-1). 



10 



15 



209. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 



HO. 




yV z2 

i 4 (209-1); and 



as to A* and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 
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the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 

A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 

5 carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 

carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 

10 wherein: 

any member of such group optionally is substituted with up to 3 

independently selected R x substituents; and 

each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 

15 R a -oxyalkyl, alkenyloxy, alkynyloxy, aDcylthio, alkylsulfonyl, R a R a -amino, 

R a R a -aiiiinoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
20 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
25 more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl; and 
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E 2 is selected from the group consisting of -C(0>, -C(0)-0-, -0-C(0)-, -N(R a )-, 
-CCCO-NCR*)-, -N(R a )-C(0>, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(0)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0)2-, -S(0) 2 -0-, -C(NH)-, and -C(NOH)-; and 
E 3 is selected from the group consisting of hydrogen, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyL alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 

optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 
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on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
5 hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

10 

210. A compound or salt thereof according to claim 209, wherein: 
the compound corresponds in structure to the following formula: 




z 4 (210-1); and 

A is selected from the group consisting of -0-, -N(H)-, -N(R X )-, -S-, -S(O)-, and 
15 -S(0) 2 -; and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 

R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
20 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
25 halogen and hydroxy, and 
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the amino optionally is substituted by up to 2 independently 



selected alkyl. 



10 



15 



211. A compound or salt thereof according to claim 210, wherein E" isselected 
from the group consisting of hydrogen, Ci-C 9 -alkyi, C,-CValkoxy-Ci-C 9 -alkyl, 
C 3 -C 6 -cycloalkyl, Cj-Ce-cycloalkyl-Q-Ce-alkyl, phenyl, C,-C 6 -alkylphenyl, 
Ci-Ce-alkoxyphenyl, phenyl-Ci-Q-alkyl, heterocyclyl-Ci-C 6 -alkyl, 
Ci-Ce-alkylheterocyclyl, and Ci-Ce-alkoxyheterocyclyl, wherein: 

any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen and 

cyano, and 

any heterocyclyl of E 3 has 5 to 10 ring members, and is optionally 
substituted with up to 2 oxo. 

212. A compound or salt thereof according to claim 210, wherein E 2 is -S-. 

213. A compound or salt thereof according to claim 212, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(213-1), 



(213-2), 



HO. 




o. 



XK 



HO. 




XX 



(213-3), 



(213-4), 
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XF 3 



(213-5), 



>CH 3 
(213-6), and 



H 



(213-7). 

214. A compound or salt thereof according to claim 210, wherein E 2 is -S(0) 2 -. 

215. A compound or salt thereof according to claim 2 1 4, wherein the 
5 compound corresponds in structure to the following formula: 

ft o % o 




O O (215-1). 



216. A compound or salt thereof according to claim 214, wherein the compound 
corresponds in structure to the following formula: 

10 <To (216-1). 

217. A compound or salt thereof according to claim 210, wherein E 2 is -C(O)-. 
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218. A compound or salt thereof according to claim 217, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 

9 Q wP fl o Ny p 



10 



H 




^CH 3 
(218-1) 

p Q.o J %9 




H 




O" A 0 OH 



°-CH 3 



(218-3), and 



(218-4) 



219. A compound or salt thereof according to claim 210, wherein E is 
5 -0-S(0) 2 -. 

220. A compound or salt thereof according to claim 219, wherein the 
compound corresponds in structure to the following formula: 



^Ha (220-1). 



22 1 . A compound or salt thereof according to claim 210, wherein E 2 is 
-C(0)-N(H)-. 
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222. A compound or salt thereof according to claim 221, wherein the 
compound corresponds in structure to the following formula: 

9 0. 

HO 




^CH 



(222-1). 



223. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 




(223-1); and 
as to Al andA2 : 

Al and A^, together with the carbon to which they are bonded, form 
10 heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
AiandA2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
1 5 carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 

carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
20 wherein: 
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any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
5 R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 

R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy ? carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
1 o any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
1 5 more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl; and 

E 2 is selected from the group consisting of -O-, -C(O)-, -C(0)-0-, -O-C(O)-, 
20 -N(R a )-, -C(0)-N(R>, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(O)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of halogen, cyano, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
25 alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
30 substituted with up to two substituents independently selected from alkyl and 
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carbobyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
5 halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 

imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
10 carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
15 aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 
20 on any amino nitrogen atom with up to 2 substituents independently 

selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
25 alkoxy, alkoxyalkyl, and aikylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

30 224. A compound or salt thereof according to claim 223, wherein E 3 is 

alkoxyalkyl. 
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2 3* 

225. A compound or salt thereof according to claim 224, wherein -E _ -E is 
alkoxyalkyl. 

5 226. A compound or salt thereof according to claim 225, wherein the compound 

corresponds in structure to a formula selected from the group consisting of: 

9 o w0 fl <U> 



ho^ J*? and ^^V^ 




(226-1) (226-2). 



227. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the a formula selected from the group 
10 consisting of: 

Z 3 ^Y^O-^^CHs and Z 3 ^ ^ V XHs 




(227-1) (227-2); and 

as to A 1 and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

15 to 3 independently selected R x substituents, or 

A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, caibocyclyloxyalkyl, 
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carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
5 wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
10 R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 

R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
1 5 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
20 more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl; and 

each R a is independently selected from the group consisting of hydrogen, hydroxy, 
25 alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 

alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
30 heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
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heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

Z\ Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-allcylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

228. A compound or salt thereof according to claim 227, wherein: 
the compound corresponds in structure to the following formula: 




(228-1); and 



A is selected from the group consisting of -O, -N(H)-, -N(R X )-, -S-, -S(O)-, and 
-S(0) 2 -; and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
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5 



10 



any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl. 

229. A compound or salt thereof according to claim 228, wherein the compound 
^responds in structure to the following formula: 



Z 4 (230-1); and 

A is selected from the group consisting of -0-, -N(H)-, -N(R X )-, -S-, -S(O)-, and 
S(0) 2 s and 




15 



230. A compound or salt thereof according to claim 227, wherein: 
the compound corresponds in structure to the following formula: 
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R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
5 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy,' wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
1 0 halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl. 

231. A compound or salt thereof according to claim 23 0, wherein the compound 
15 corresponds in structure to the following formula: 



9 Q 




O 



Oct 



3 C T.H 3 (231-1). 



232. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 
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A 1 and A 2 together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
5 A 1 and A 2 are independently selected from the group consisting of 

hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
1 0 heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 

heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
15 each R x is independently selected from the group consisting of halogen, cyano, 

hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylfhio, 
20 carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 

heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more - 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
25 alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
30 selected alkyl; and 
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each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
5 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 

carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
1 0 optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
1 5 selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl; and 

Z\ Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 
20 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 

at least one of Z 1 , Z 2 , Z 3 , and Z 4 is not hydrogen. 
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233. A compound or salt thereof according to claim 232, wherein: 
the compound corresponds in structure to the following formula: 




(233-1); and 

A is selected from the group consisting of -0-, -N(H)-, -N(R>, -S-, -S(O)-, and 
5 -S(0) 2 -; and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, * 
R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, . 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
10 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
1 5 halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl. 
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234. A compound or salt thereof according to claim 233, wherein the compound 
corresponds in structure to the following formula: 



HO 




(234-1), 





CH 3 



(234-3). 




(234-2), and 



235. A compound or a salt thereof, wherein: 
the compound corresponds in structure to the following formula: 
o 

HO 




z 1 








> 









(235-1); and 

A 1 and A 2 , together with the carbon to which they are bonded, form carbocyclyl 
optionally substituted with up to 3 independently selected R x substituents; and 

each R x is independently selected from the group consisting of halogen, cyano, 
10 hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
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R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
5 heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 
10 any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 
selected alkyl; and 

15 E 2 is selected from the group consisting of -0-, -C(O)-, -C(0)-0-, -O-C(O)-, 

-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0)-N(R a >N(R a )-C(0)-, -S-, -S(O)-, -S(0) 2 -> 
-N(R a )-S(0) 2 - 5 -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of hydrogen, halogen, cyano, alkyl, 
20 alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy. 
25 cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 

substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), t alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
30 more substituents independently selected from the group consisting of 
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halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyL alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

236. A compound or salt thereof according to claim 235, wherein A 1 and A 2 , 
together with the carbon to which they are bonded, form cycloalkyl optionally substituted 
with up to 3 independently selected R x substituents. 
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237. A compound or salt thereof according to claim 236, wherein the compound 
corresponds in structure to the following formula: 




l ^^ CH3 (237-1). 



5 238. A compound or salt thereof according to claim 236, wherein the 

compound corresponds in structure to the following formula: 



\ 




239. A compound or a salt thereof, wherein: 
10 the compound corresponds in structure to the following formula: 




E 2 is selected from the group consisting of: -0-, -C(O)-, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a )- 5 -N(R a )-C(0)-, -C^N^-NCR^CCOK -S-, -S(0>, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, and -C(NOH)-; and 
15 E 3 is selected from the group consisting of alkyl and alkoxyalkyl; and 

each R a is independently selected from the group consisting of hydrogen,, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
20 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
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carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 

selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl. 



240. A compound or salt thereof according to claim 239, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 




(240-3). 
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241 . A compound or salt thereof according to claim 239, wherein the compound 
corresponds in structure to the following formula: 




^S)^CH 3 (24!.!). 



5 242. A compound or salt thereof according to claim 239, wherein the compound 

corresponds in structure to the following formula: 



HO 



H 




V 



^ H 3 (242-1). 



10 



243 . A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 




Z" (243-1); and 

A is selected mom the group consisting of -S-, -S(O)-, and -S(0) 2 -;*and 
E 2 is selected from the group consisting of: -0-, -C(O)-, -C(0)-O, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0>, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(0)-, -S(0) 2 -, 
1 5 -N(R a )-S(0) 2 -, -S(0) 2 -N(R a >, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a hond; 
and 
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E 3 is selected from the group consisting of hydrogen, halogen, cyano, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 
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Z\ Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

244. A compound or salt thereof according to claim 243, wherein A is -S-. 

245 . A compound or salt thereof according to claim 244, wherein the compound 
corresponds in structure to the following formula: 




246. A compound or salt thereof according to claim 243 , wherein A is -S(0) 2 - - 

247. A compound or salt thereof according to claim 246, wherein the compound 
corresponds in structure to the following formula: 




'H 3 (247-1). 
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248. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 




E 2 -E 3 



A- 

(248-1); and 

R x is selected from the group consisting of R c -oxyalkyl, R c R c -aminoalkyl, 
5 R c R c -aminosulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 
10 any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 
selected alkyl; and 

15 E 2 is selected from the group consisting of: -O-, -C(O)-, -C(0)-0-, -O-C(O)-, 

-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a >C(0)-, -S-, -S(0)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -O, -C(NH)-, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of hydrogen, halogen, cyano, alkyl, 
20 alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
25 cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
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substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

each R c is independently selected from the group consisting of heterocyclyl, 
heterocyclylalkyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylthioalkyl, 
heterocyclylsulfoxidoalkyl, heterocyclylsulfonyl, and heterqcyclylsulfonylalkyl, wherein: 
- any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
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Z\ Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
5 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

249. A compound or salt thereof according to claim 248, wherein R x is selected 
from the group consisting of heterocyclyl, heterocyclyl-Ci-C 6 -alkyl, heterocyclylcarbonyl, 

1 0 heterocyclylsulfonyl, and Ci-C 6 -alkoxyheterocyclyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, cyano, 
hydroxy, oxo, C r C6-alkyl, and Ci-C 6 -alkoxy, wherein: 

the alkyl and alkoxy are optionally substituted with one or more 
1 5 independently selected halogen, 

any heterocyclyl of R x has 5 to 10 ring members, and optionally is 
substituted with up to 2 oxo. 

250. A compound or salt thereof according to claim 249, wherein R x is 

20 heteroaryl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, cyano, hydroxy, Ci-C6-alkyl, and Ci-Ce-alkoxy, 
wherein: 

the alkyl and alkoxy are optionally substituted with one or more 
independently selected halogen. 

25 

25 1 . A compound or salt thereof according to claim 250, wherein R x is a 
5-member heteroaryl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, cyano, hydroxy, Ci-Ce-alkyl, and 
Ci-C6-alkoxy, wherein: 

30 the alkyl and alkoxy are optionally substituted with one or more 

independently selected halogen. 
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252. A compound or salt thereof according to claim 25 1 , wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(252-2). 

253. A compound or salt thereof according to claim 250, wherein R x is a 
6-member heteroaryl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, cyano, hydroxy, Ci-C6-alkyl, and 
Ci-Ce-alkoxy, wherein: 

the alkyl and alkoxy are optionally substituted with one or more 
independently selected halogen. 

254. A compound or salt thereof according to claim 253, wherein the 
heteroaryl of R x has 1 or 2 nitrogen ring members, with the remaining ring members being 
carbon. 
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255. A compound or salt thereof according to claim 254, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(255-7), 
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HO 



Qv JO 



6 



XK 



H 



(255-9), 



(255-10), 



o 



o 



0 



(255-11), 




(255-12), 



o 



O v JO 



HO. 




H 3 



(255-13), 

9 9wP 




HO 



H 3 C 




(255-14), 




H 3 



(255-15), and 



(255-16). 
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256. A compound or salt thereof according to claim 250 5 wherein R x is a 9- or 
10-member heteroaryl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, cyano, hydroxy, C r C 6 -alkyl, and 
Ci-C 6 -alkoxy 5 wherein: 
5 the alkyl and alkoxy are optionally substituted with one or more 

independently selected halogen. 



257. A compound or salt thereof according to claim 256, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(257-3). 

10 

258. A compound or salt thereof according to claim 249, wherein R x is 
heterocycloalkylalkyl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, cyano, hydroxy, oxo, Ci-C 6 -alkyl, and 
d-Ce-alkoxy, wherein: 
15 the alkyl and alkoxy are optionally substituted with one or more 

independently selected halogen. 
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259. A compound or salt thereof according to claim 258, wherein R x is 
heterocycloalkylalkyl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, cyano, hydroxy, oxo, Ci-Ce-alkyl, and 
5 Ci-Co-alkoxy, wherein: 

the alkyl and alkoxy are optionally substituted with one or more 
independently selected halogen, and 

the heterocycloalkyl of the heterocycloalkylalkyl has 5 ring members. 

10 260. A compound or salt thereof according to claim 259, wherein the 

compound corresponds in structure to the following formula: 



261. A compound or salt thereof according to claim 258, wherein R x is 
1 5 heterocycloalkylalkyl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, cyano, hydroxy, oxo, Ci-C6-alkyl, and 
Ci-C6-alkoxy, wherein: 

the alkyl and alkoxy are optionally substituted with one or more 
independently selected halogen, and 
20 the heterocycloalkyl of the heterocycloalkylalkyl has 6 ring members. 




o 



[ 3 (260-1). 
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262. A compound or salt thereof according to claim 26 1 , wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 




(262-5). 

263 . A compound or salt thereof according to claim 249, wherein R x is 
heteroarylalkyl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, cyano, hydroxy, oxo, Ci-C6-alkyl, and 
CpCe-alkoxy, wherein: 

the alkyl and alkoxy are optionally substituted with one or more 
independently selected halogen, and 

the heteroaryl of the heteroarylalkyl has 5 ring members. 
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264. A compound or salt thereof according to claim 263, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 



HO. 




O w O 




(264-1), 



(264-3), 



(264-5), and 



HO 




(264-2), 






(264-6). 



265. A compound or salt thereof according to claim 249, wherein R x is 
5 heteroarylalkyl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen,, cyano, hydroxy, oxo, Ci-C 6 -alkyl, and 
Ci-C6-alkoxy, wherein: a . 

the alkyl and alkoxy are optionally substituted with one or more 
independently selected- halogen, and 
1 0 the heteroaryl of the heteroarylalkyl has 6 ring members. 
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266. A compound or salt thereof according to claim 265, wherein the 
Lpound corresponds in structure to a formula selected from the group consisting 




(266-5). 



267. A compound or salt thereof according to claim 249, wherein R x is 
heteroarylalkyl optionally substituted with one or more substituents independently selected 
from the group consisting of halogen, cyano, hydroxy, oxo, Ci-C 6 -alkyl, and 
Ci-Ce-alkoxy, wherein: 

the alkyl and alkoxy are optionally substituted with one or more 

independently selected halogen, and 

the heteroaryl of the heteroarylalkyl has from 9 to 10 ring members. 
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268 . A compound or salt thereof according to claim 267, wherein the 
compound corresponds in structure to a formula selected from the group consisting of: 



Qv yO 



O 



HO 



HO, 



3 and 




(268-1) 



(268-2) 



269. A compound or a salt thereof, wherein: 

the compound corresponds in structure to a formula selected from the group 
consisting of: 




(269-1) (269-2);.and 
R x is selected from the group consisting of alkyl, alkenyl, alkynyl, R c -oxyalkyl, 



alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, cycloalkylalkyl, carbocyclylsulfonyl, 
heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 



751 



WO 03/091247 PCT/US03/13123 



the amino optionally is substituted by up to 2 independently 
selected alkyl; and 

E 2 is selected from the group consisting of: -0-, -C(0)-, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(0>, -S(0) 2 -> 
5 -N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of hydrogen, halogen, cyano, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
1 0 heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
1 5 carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 

wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
20 imino, aminocarbonyl, and amino; and 

each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
25 carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 

carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyaltyl,hetero^^ 

heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
30 optionally is substituted: 
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on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
5 selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl; and 

R c is selected from the group consisting of hydrogen, alkenyl, aUcynyl, 
alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, alkylthioalkenyl, alkylsulfoxidoalkyl, 
alkylsulfonylalkyl, carbocyclyl, carbocyclylalkyl, carbocyclyloxyalkyl, 
10 carbocyclylalkoxy alkyl, carbocyclylthioalkyl, carbocyclylthioalkenyl, 

carbocyclylsulfoxidoalkyl, carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, heterocyclylthioalkyl, 
heterocyclylsulfoxidoalkyl, heterocyclylsulfonylalkyl, aminoalkyl, and 
alkoxyalkylaminoalkyl, wherein any member of such group optionally is substituted: 
15 on any carbon atom(s) capable of such substitution with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, * 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
20 carbocyclylalkyl; and 

Z\ Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
25 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
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270. A compound or salt thereof according to claim 269, wherein the compound 
corresponds in structure to the following formula: 




(270-1). 



27 1 . A compound or salt thereof according to claim 270, wherein the compound 
corresponds in structure to the following formula: 




272. A compound or salt thereof according to claim 269, wherein the compound 
10 corresponds in structure to the following formula: 




(272-1). 



273 . A compound or salt thereof according to claim 272, wherein R x is selected 
from the group consisting of alkyl, alkynyl, aminoalkyl, cycloalkyl, aryl, cycloalkylalkyl, 
15 wherein: 

any member of such group optionally is substituted with one or more 
independently selected halogen, and 
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the nitrogen of the aminoalkyl optionally is substituted by up to 2 
independently selected alkyl. 

274. A compound or salt thereof according to claim 273, wherein R x is aryl. 

5 

275. A compound or salt thereof according to claim 274, wherein the compound 
corresponds in structure to the following formula: 



^ (275-1). 



10 276. A compound or salt thereof according to claim 273, wherein R x is selected 

from the group consisting of haloalkyl, alkynyl, aminoalkyl, cycloalkyl, and 
cycloalkylalkyl, wherein: 

the nitrogen of the aminoalkyl is optionally substituted by 2 independently 
selected alkyl. 

15 

277. A compound 2>r salt thereof according to claim 276, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 

- . -.(277-1),, •,..,<. : > •.: . -.-.(277-2), . 



^3 
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HO. ^%t°^ HO - 





H 3 C 



:h 3 

^ c «3 S:f 3 

(277-3), (277-4), 



O 



(277-5), 



(277-6), 



(277-8), and 



v 

(277-7), 

\ 

(277-9). 



756 



BSISDOCID: <WO 030S12A7A2J_> 



WO 03/091247 



PCT/US03/13123 



278. A compound or a salt thereof, wherein: 

the compound corresponds in structure to a formula selected from the group 
consisting of: 




(278-1) (278-2); and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
5 R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 

carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, • 
10 alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
15 selected alkyl; and 

E 2 is selected from the group consisting of: -O-, -C(O)-, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R>, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a )-C(0>, -S-, -S(0>, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 

20 E 3 is haloalkyl; and 

each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
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carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl ? carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aniinosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 

selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl; and 

Z\ Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 



279. A compound or salt thereof according to claim 278, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 




(279-1) ( 279 - 2 )' 
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280. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the a formula selected from the group 
consisting of: 




(280-1), 



HO v 



H , 



Z 3 

(280-3), 




:h 3 



9 <x o 



HO. 



H 




(280-5), 




(280-2), 



HO. 



(280-7), 
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(280-17), (280-18), 
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(280-21), and (280-22); and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl ? heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
5 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
1 0 halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl; and 

each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
1 5 alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 

761 



BNSDOCID: <WO 03091 247A2_1_> 



WO 03/091247 



PCTAJS03/13123 



heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 

optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
5 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

10 Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 

hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
15 cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

281 . A compound or salt thereof according to claim 280, wherein the compound 
corresponds in structure to a formula selected from the group consisting of: 

the compound corresponds in structure to the a formula selected from the group 
20 consisting of: 






Z 1 


Us 




z^ 






z 4 


(281-1), 






(281-2), 
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A- 




(281-3), 



(281-4), 




o o v/ o 




(281-5), 



(281-6), 



H 





(281-7), 



(281-8), 





(281-9), 



(281-10), and 




(281-11). 
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corre: 



282. A compound or salt thereof according to claim 281, wherein the compound 
sponds in structure to a formula selected from the group consisting of: 



HO. 



HO 

H 



(282-1), (282-2), 



Th 3 



>CH 3 



(282-3), (282-4), 
9 Q w0 ft <U> 




HO 




>CH 3 
(282-6), and 
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283. A compound or salt thereof according to claim 282, wherein the compound 
corresponds in structure to the following formula: 




284. A compound or salt thereof according to claim 282, wherein the compound 
corresponds in structure to the following formula: 




285. A compound or salt thereof according to claim 282, wherein the compound 
corresponds in structure to the following formula: 




765 



WO 03/091247 PCT/US03/13123 



286. A compound or salt thereof according to claim 282, wherein the compound 
corresponds in structure to the following formula: 

9 °a .o 



H 



,N €H 3 (286-1). 



287. A compound or a salt thereof, wherein: 

the compound corresponds in structure to a formula selected from the group 
consisting of: 





and 



(287-1) ( 287 " 2 )» 311(1 

RX is selected from the group consisting of alkyl, alkenyl, alkynyU alkoxyalkyl, 
Ra-oxyalkyl, alkylsulfonyl, RaRa-aminoalkyl, carbocyclyL cycloalkylalkyl, 
10 carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 
x 5 any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 

selected alkyl; and 
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each R a is independently selected from the group consisting of hydrogen, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, alkylthioalkenyl, 
alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfoiiylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminoalkylsulfonyl, and 
alkoxyalkylaminoalkyl, wherein any member of such group optionally is substituted: 
on any carbon atom(s) capable of such substitution with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 

selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 

carbocyclylalkyl; and 

Z l , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

288. A compound or salt thereof according to claim 287, wherein the compound 
corresponds in structure to the following formula: 
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289. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 

9 o. ,o 




(289-1); and 
as to A 1 and A 2 : 

5 A 1 and A 2 , together with the carbon to which they are bonded, form 

heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected as follows: 

1 0 A 1 is selected from the group consisting of hydrogen, alkyl, 

alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 

15 heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 

heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, and 
heterocyclylalkylthioalkyl, wherein: 

any member of such group optionally is substituted with up 

to 3 independently selected R x substituents, and 
20 A 2 is selected from the group consisting of alkyl, alkoxyalkyl, 

alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 
25 heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
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heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, and 
heterocyclylalkylthioalkyl, wherein: 

any member of such group optionally is substituted with up 
to 3 independently selected R x substituents; and 

5 each R x is independently selected from the group consisting of halogen, cyano, 

hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 

R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
1 0 carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 

heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
15 alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
20 selected alkyl; and 

E 2 is selected from the group consisting of: -0-, -C(O)-, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a )-C(0)-, -S-, -S(O)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(O)2- 5 -S(0) 2 -0-, -C(NH)-, and -C(NOH)-; and 
E 3 comprises greater than 3 carbon atoms; and 
25 E 3 is selected from the group consisting of alkyl* alkenyl, alkynyl, alkoxyalkyl, 

alkoxyalkoxyalkyl, alkylthioalkyl, aLlkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, and 
heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
30 substituents independently selected from the group consisting of halogen, hydroxy, 
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cyano ? carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 
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290. A compound or salt thereof according to claim 289, wherein: 
the compound corresponds in structure to the following formula: 




(290-1); and 



A is selected from the group consisting of -0-, -N(H)-, -N(R X )-, -S-, -S(0>, and 
5 -S(0) 2 S and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
10 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
1 5 halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 
selected alkyl. 

291. A compound or salt thereof according to claim 290, wherein -E 2 -E 3 is 

20 alkoxy. 
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292. A compound or salt thereof according to claim 291, wherein the compound 
esponds in structure to a formula selected from the group consisting of: 




(292-1) (292 . 2) . 



293 . A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 

-AX- 

H A A 2 ' 




(293-1); and 
as to A 1 and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 
10 the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected as follows: 

A 1 is selected from the group consisting of hydrogen, alkyl, 
alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, 

1 5 carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 

carbocyclylalkoxyalkyl, carbocyclylalkyltbio, carbocyclylthioalkyl, 
carbocyclylalkyltbioalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, and 

20 heterocyclylalkylthioalkyl, wherein: 
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any member of such group optionally is substituted with up 
to 3 independently selected R x substituents, and 
A 2 is selected from the group consisting of alkyl, alkoxyalkyl, 
alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, carbocyclylalkyl, 
5 carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 

carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, 
heterocyclylalkenyl, heterocyclylalkynyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylalkylthio, heterocyclylthioalkyl, and 
1 0 heterocyclyl alkylthioalkyl, wherein: 

any member of such group optionally is substituted with up 

to 3 independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
15 R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 

R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
20 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
25 more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

" - the amino optionally is substituted by up to 2 independently 
selected alkyl; and 
E 3 comprises at least 2 carbon atoms; and 
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E 3 is selected from the group consisting of alkyl, alkenyl, alkynyL alkoxyalkyl, 
alkoxyalkoxyalkyl, alk 7 lthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, and 

heterocyclylalkyl, wherein: 
5 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, alkylsulfonyl, carbocyclyl, and 
10 carbocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, alkyl, 
alkenyl, alkynyl, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, alkylthioalkenyl, 
alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclyltbioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
20 carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyhheterocycty^ 

heterocyclylsulfonyl,heterocyclylsulfonylalkyl, aminoalkyl, aminoalkylsulfonyl, and 
alkoxyalkylaminoalkyl, wherein any member of such group optionally is substituted: 
on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 



15 



25 
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Z 1 and Z 3 are independently selected from the group consisting of hydrogen, 
halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
5 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
Z 2 and Z 4 are independently selected from the group consisting of hydrogen, 
halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, 
alkoxyalkyl, and alkylthio, wherein: 
10 the alkoxyalkyl, alkylthio, mono-alkylamino, and di-alkylamino optionally 

are substituted with one or more substituents independently selected from the 
group consisting of halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, 
oxo, thioxo, and imino, and 

the alkyl and alkoxy comprise at least two carbons and/or are substituted 
15 with one or more substituents independently selected from the group consisting of 

halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and 
imino. 

294. A compound or salt thereof according to claim 293, wherein: 
20 the compound corresponds in structure to the following formula: 




A is selected from the group consisting of -O-, -N(H)-, -N(R X )-, -S-, -S(O)-, and 
-S(0) 2 s and 
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RX is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
Ra-oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
5 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
10 halogen and hydroxy, and 

the amino optionally is substituted by up to 2 independently 

selected alkyl. 



15 



295 . A compound or salt thereof according to claim 294, wherein -E 3 is alkyl. 

296. A compound or salt thereof according to claim 295, wherein the compound 
corresponds in structure to the following formula: 




(296-1). 



20 297. A compound or salt thereof according to claim 295, wherein the compound 

corresponds in structure to the following formula: 



^CH 3 

(To (297-1). 
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298. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 




(298-1); and 
as to A 1 and A 2 : 

5 A 1 and A 2 , together with the carbon to which they are bonded, form 

heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected from the group consisting of 
10 hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 

carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
1 5 heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 

wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
20 hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
25 heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
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any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 
5 any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 

selected alkyl; and 

10 Y is selected from the group consisting of nitrogen and a carbon bonded to 

hydrogen; and 

E 2 is selected from the group consisting of -0-, -C(0)-, -C(0)-0-, -0-C(0>, 
-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0>, -C(0)-N(R a )-N(R a )-C(0>, -S-, -S(O)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a >, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and abend; 
15 and 

E 3 is perhaloalkyl and comprises at least two carbon atoms; 

each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
20 carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyallcyl,heterocyclyllMoalkyl,heterocyclylsulfoxidoalkyl, 

heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
25 aminoalkylsulfonyl, and alkoxyallcylammoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 
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on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl; and 

Z 1 , Z 2 , Z 3 , and Z 4 are independently selected from the group consisting of 
hydrogen, halogen, hydroxy, amino, mono-alkylamino, di-alkylamino, rritro, nitroso, alkyl, 
alkoxy, alkoxyalkyl, and alkylthio, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino. 

299. A compound or salt thereof according to claim 298, wherein E 2 is -0-. 

3 • 

300. A compound or salt thereof according to claim 298, wherein E is 
perfluroalkyl. 

301 . A compound or salt thereof according to claim 300, wherein the compound 
corresponds in structure to the following formula: 




(301-1). 



302. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 




'E 2 -E 3 (302-1); and 



as to A 1 and A^: 
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A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally is substituted with up to 

3 independently selected R x substituents, or 

A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, rritroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
R a -oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
R a R a -aminoalkyl, R a R a -aminoalkoxy, R a R a -aminoalkyl(R a )amino, R a R a -aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, mtroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 
selected alkyl; and 
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E 2 is selected from the group consisting of -C(0)-, -C(0)-O, -C(0)-N(R a )-, 
-S(0) 2 - f -S(0)2-N(R a )-> -C(NH)-, -C(NOH)-, and a bond; and 

E 3 is selected from the group consisting of hydrogen, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
5 alkylthioalkoxyalkyl, alkoxyalkyltbioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
1 0 substituted with up to two substituents independently selected from alkyl and 

carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
1 5 halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 

* imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
20 carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
25 aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 
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on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 

303. A compound or salt thereof according to claim 302, wherein: 
the compound corresponds in structure to the following formula: 




^E 2 -E 3 (303-1); and 
A is selected from the group consisting of --0-, -N(H)-, -N(R X >, -S-, -S(O)-, and 
-S(0) 2 -; and 

10 R x is selected from the group consisting of alkyl, alkenyl, alkynyl alkoxyalkyl, 

Ra-oxyalkyl, alkylsulfonyl, RaRa-aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, andheterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
1 5 cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 

alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 
20 the amino optionally is substituted with up to 2 independently 

selected alkyl. 

304. A compound or salt thereof according to claim 303, wherein E 2 is a bond. 



782 



BNSDOCID: <WO 03091 247A2J_> 



WO 03/091247 



PCT/US03/13123 



305 . A compound or salt thereof according to claim 304, wherein the compound 
corresponds in structure to the following formula: 

S ^X1 (305-1). 

306. A compound or salt thereof according to claim 304, wherein the compound 
corresponds in structure to the following formula: 




f (306-1). 



307. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 

u V 

H A 1 * L A 



'^E^E^E 3 (307-1); 
as to A* and A-: 

A* and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 

A* and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
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carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclyltbioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
5 wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
10 Ra-oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, RaRa-amino, 

RaRa-aminoalkyl, RaRa-aminoalkoxy, RaRa-aminoalkyl(R a )amino, RaRa-aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
1 5 any member of such group optionally is substituted with one or more 

substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
20 more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 

selected alkyl; and 
Y is selected from the group consisting of nitrogen and carbon bonded to 

25 hydrogen; and 

E 1 is selected from the group consisting of alkyl and alkenyl, wherein: 

the alkyl and alkenyl are optionally substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
amino, mono-alkylamino, (u-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, 

30 and alkylthio, wherein: 
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any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
and imino; and 

5 E 2 is selected from the group consisting of -0-, -C(0>, -C(0)-0-, -O-C(O)-, 

-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0>N(R a )-N(R a )-C(0)-, -N(R a )-C(0)-C(0)-, -S-, 
-S(0>, -S(0) 2 -, -N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(O) 2 -0-, -C(NH)-, and 
-C(NOH)-; and 

E 3 is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxyalkyl, 
10 alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, 
alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, heterocyclyl, and 
heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
15 cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 

substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
20 more substituents independently selected from the group consisting of 

halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
25 alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
30 heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
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aminoalkylsulfonyl, and alkoxyalkylaniinoalkyl, wherein any member of such group 

optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 



10 



308. A compound or salt thereof according to claim 307, wherein E 1 is alkenyl. 



309. A compound or salt thereof according to claim 308, wherein E 2 is -C(0> 



310. A compound or salt thereof according to claim 309, wherein the compound 
15 corresponds in structure to a formula selected from the group consisting of the following: 





(310-1), 



(310-2), 





(310-3). 



(310-4), 



o 



"0 




(310-5), 



(310-6), and 
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(310-7). 



311. A compound or salt thereof according to claim 308, wherein E is 
-C(0)-N(R a )-. 



312. A compound or salt thereof according to claim 311, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 




(312-3). 



313. A compound or salt thereof according to claim 307, wherein E 1 is alkyl. 

314. A compound or salt thereof according to claim 313, wherein E 1 is methyl. 

315. A compound or salt thereof according to claim 313, wherein E 2 is -0-. 

316. A compound or salt thereof according to claim 315, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 
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0' 



(316-3), ( 316 " 4 )> 





o 



or 

(316-5), and 




10 



15 



317. A compound or salt thereof according to claim 315, wherein E 3 is selected 
from the group consisting of alkyl and carbocyclylalkyl, wherein: 

the alkyl and carbocyclylalkyl optionally are substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino, alkyl, 
alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 

halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 

imino, aminocarbonyl, and amino. 

318. A compound or salt thereof according to claim 317, wherein E 3 is alkyl 
partially substituted with halogen. 

319. A compound or salt thereof according to claim 318, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 
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(319-1) (319-2). 



320. A compound or salt thereof according to claim 318, wherein E 3 is alkyl 
substituted with trifluoromethyl. 

321. A compound or salt thereof according to claim 320, wherein the compound 



corresponds in structure to a formula selected from the group consisting of the following: 




(321-1), " : (321-2), 




(321-7). * * 

322. A compound or salt thereof according to claim 3 1 8, wherein E 3 is alkyl 
comprising a carbon bonded to at least one hydrogen and at least one halogen. 
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323 . A compound or salt thereof according to claim 322, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 




(323-2). 

5 324. A compound or salt thereof according to claim 317, wherein E is 

phenylalkyl, wherein: 

the phenylalkyl optionally is substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, cyano, 
carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino, alkyl, alkoxy, 
1 0 alkylthio, carbocyclyl, and carbocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino. 

15 

325. A compound or salt thereof according to claim 324, wherein the compound 



esponds in structure to a formula selected from the group consisting of the following: 




(325-1), 
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(325-3). 



326. A compound or salt thereof according to claim 313, wherein E is -C(O)-. 

327. A compound or salt thereof according to claim 311, wherein the compound 
5 corresponds in structure to a formula selected from the group consisting of the following: 




(327-7): 



328. A compound or salt thereof according to claim 311, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 
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(328-3), and (328-4). 



2 * 

329. A compound or salt thereof according to claim 313, wherein E is 
-C(0)-N(R a )-. 

5 330. A compound or salt thereof according to claim 329, wherein R a is selected 

from the group consisting of hydrogen, methyl, phenyl, and halophenyl. 



331. A compound or salt thereof according to claim 330, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 




^ F 

(331-5), (331-6), 
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(331-7), 

CH3 






ZD 



(331-8), 





f 3 



(331-9), 



(331-10), 





HCk. 



'CO 





H 3 



CH 3 



(331-11), 



(331-12), 






CH3 



(331-13), 



(331-14), 




HO. X V° 



(331-15), 



(331-16), 





N CH 3 





<fH 3 

0 XX 0 -CF 



(331-18). 



(331-17), and 
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332. A compound or salt thereof according to claim 330, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 




and 




CH 3 



(332-1) 



(332-2). 



2 • 

333. A compound or salt thereof according to claim 3 13, wherein E is 
5 -N(R a )-C(0) -. 



334. A compound or salt thereof according to claim 333, wherein the compound 

corresponds in structure to the following formula: 

o 

o ^ 



Ho y^< s > 






(334-1). 



10 



335 . A compound or salt thereof according to claim 313, wherein E 2 is -C(0)-0- 



336. A compound or salt thereof according to claim 335, wherein the compound 
15 corresponds in structure to a formula selected from the group consisting of the following: 





Ov 



CH 3 and 



% V° 

H0 Yq T 




XH 3 



(336-1) 



(336-2). 



2 • 

337. A compound or salt thereof according to claim 3 13, wherein E is 
-N(R a )-C(0)-C(0)-. 
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338. A compound or salt thereof according to claim 337, wherein the compound 
corresponds in structure to the following formula: 




339. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 

Q o. o 



N 



H A lX A 2 




V E 3 (339-1); 



as to A 1 and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
1 0 heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
1 5 carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 

carbocyclylalkoxyalkyl, carbocyciylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
20 wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
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10 



15 



Ra-oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, RaRa-amino, 
Ra R a-aminoalkyl, RaRa-aminoalkoxy, RaRa-aminoalkylCR^arnino, RaRa-aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, earbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclyltliio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 

selected alkyl; and 
Y is selected from the group consisting of nitrogen and carbon bonded to 

hydrogen; and 

E 3 is selected from the group consisting of alkenyl and alkynyl, wherein: 

the alkenyl and alkynyl optionally are substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
20 cyano, carboxy, thiol, sulfo, nilxo, nitroso, oxo, thioxo, imino, amino (optionally 

substituted with up to two substituents independently selected from alkyl and 
carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
25 mOT e substituents independently selected from the group consisting of 

halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 
imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
30 alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclyltbioalkyl, 
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carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl,heterocyclyltbioalkyl ) heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 

optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 

on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 

340. A compound or salt thereof according to claim 339, wherein E 3 is alkenyl. 



341 . A compound or salt thereof according to claim 340, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 




*■ • . (341-3). 
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342. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 

9 V 




,V PT 




^E^E^E 3 (342-1); 
as to A 1 and A 2 : 

A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 
A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 
wherein: 

any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 
each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
Ra-oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, RaRa-amino, 
Ra R a-aminoalkyl, Ra R a.aminoalkoxy, RaRa.armnoalk T l(Ra)amino, RaRa-aminosulfonyl, 
carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclylthio, and heterocyclylsulfonyl, wherein: 
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any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 

halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 

selected alkyl; and 
Y is selected from the group consisting of nitrogen and carbon bonded to 

hydrogen; and 

-E ] -E 2 is selected from the group consisting of -0-, -C(O)-, -C(O)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0>, -C(0)-N(R>N(R a )-C(0)-, -S-, -S(0)-, -S(0) 2 -, 
-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and alkyl, 
wherein: 

the alkyl optionally substituted with one or more substituents independently 
selected from the group consisting of halogen, hydroxy, amino, mono-alkylamino, 
di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, wherein: 
any member of such group optionally is substituted with one or 

more substituents independently selected from the group consisting of 

halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 

and imino; and 

E 3 comprises at least 5 carbon atoms and is selected from the group consisting of 
alkyl, alkenyl, alkynyl, alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, 
alkylthioalkylthioalkyl, alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, and aminoalkyl, 
wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, amino (optionally 
substituted with up to two substituents independently selected from alkyl and 
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carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and carbocyclylalkyl, 
wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
5 halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 

imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
10 carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
1 5 aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 
20 on any amino nitrogen atom with up to 2 substituents independently 

selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl,. and 
carbocyclylalkyl. 

343. A compound or salt thereof according to claim 342, wherein E 3 is C 6 -Ci2- 

25 alkyl. 

344. A compound or salt thereof according to claim 342, wherein -E ! -E 2 is alkyl. 

1 2 • 

345. A compound or salt thereof according to claim 344, wherein -E -E is 

30 methyl. 
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346. A compound or salt thereof according to claim 345 , wherein the compound 
corresponds in structure to the following formula: 

o oo 




.CH 3 



(346-1). 



5 347. A compound or salt thereof according to claim 344, wherein E 3 is alkyl 

partially substituted with halogen. 



348 . A compound or salt thereof according to claim 347, wherein the compound 
corresponds in structure to a formula selected from the group consisting of the following: 



10 





(348-1), 



(348-3), 




(348-5). 



CF 3 





CF 3 





(348-2), 



U 



(348-4), and 



CF 3 

f" f 




CF 3 



3 * 

349. A compound or salt thereof according to claim 351, wherein E is 
carbocyclylalkyl. 
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350. A compound or salt thereof according to claim 349, wherein the compound 
corresponds in structure to the following formula: 




5 35 1 . A compound or salt thereof according to claim 342, wherein -E^E 2 is -0-. 

352. A compound or salt thereof according to claim 35 1, wherein the compound 
corresponds in structure to the following formula: 




353. A compound or salt thereof according to claim 351, wherein E 3 is alkyl 
partially substituted with halogen. 

354. A compound or salt thereof according to claim 353, wherein the compound 
1 5 corresponds in structure to a formula selected from the group consisting of the following: 




(354-3). 



355. A compound or salt thereof according to claim 351, wherein E 3 is selected 
from the group consisting of alkyl, alkenyl, alkoxyalkyl, and carbocyclylalkyl. 

802 



&MSDOCIO <WO 03091 247A2_I_> 



WO 03/091247 PCT/US03/13123 



356. A compound or salt thereof according to claim 355, wherein the compound 
corresponds in structure to the following formula: 






(356-1). 



357. A compound or salt thereof according to claim 355, wherein the compound 
corresponds in structure to the following formula: 



(357-1). 




10 358. A compound or salt thereof according to claim 355, wherein the compound 

corresponds in structure to the following formula: 



(358-1). 




359. A compound or salt thereof according to claim 355, wherein the compound 
1 5 corresponds in structure to a formula selected from the group consisting of the following: 




(359-1), 




CH 



CH 3 

Is 



(359-3), 




-N^l CH 3 
CH 3 

(359-2), 




(359-4), 
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Os 





a 



(359-5), 



(359-6), 



360. A compound or a salt thereof, wherein: 

the compound corresponds in structure to the following formula: 



H A? i I 




E x -E 2 -E 3 (360-1); and 



as to A* and A 2 : 



A 1 and A 2 , together with the carbon to which they are bonded, form 
heterocyclyl or carbocyclyl, wherein: 

the heterocyclyl and carbocyclyl optionally are substituted with up 

to 3 independently selected R x substituents, or 

A 1 and A 2 are independently selected from the group consisting of 
hydrogen, alkyl, alkoxyalkyl, alkylthioalkyl, alkenyl, alkynyl, carbocyclyl, 
carbocyclylalkyl, carbocyclylalkenyl, carbocyclylalkynyl, carbocyclyloxyalkyl, 
carbocyclylalkoxyalkyl, carbocyclylalkylthio, carbocyclylthioalkyl, 
carbocyclylalkylthioalkyl, heterocyclyl, heterocyclylalkyl, heterocyclylalkenyl, 
heterocyclylalkynyl, heterocyclyloxyalkyl, heterocyclylalkoxyalkyl, 
heterocyclylalkylthio, heterocyclylthioalkyl, and heterocyclylalkylthioalkyl, 



any member of such group optionally is substituted with up to 3 
independently selected R x substituents; and 



each R x is independently selected from the group consisting of halogen, cyano, 
hydroxy, nitro, nitroso, oxo, alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, alkoxyalkoxy, 
Ra-oxyalkyl, alkenyloxy, alkynyloxy, alkylthio, alkylsulfonyl, R a R a -amino, 
RaRa-aminoalkyl, RaRa-aminoalkoxy, RaRa-aminoalkyl(R a )amino, RaRa-aminosulfonyl, 



wherein: 
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carbocyclyl, carbocyclylalkyl, carbocyclyloxy, carbocyclyloxyalkoxy, carbocyclylthio, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxy, 
heterocyclyloxyalkoxy, heterocyclyltbio, and heterocyclylsulfonyl, wherein: 

any member of such group optionally is substituted with one or more 
5 substituents independently selected from the group consisting of halogen, hydroxy, 

cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 

any member of such group optionally is substituted with one or 
more substiruents independently selected from the group consisting of 
1 o halogen and hydroxy, and 

the amino optionally is substituted with up to 2 independently 

selected alkyl; and 
Y is selected from the group consisting of: 
nitrogen, and 
1 5 carbon bonded to hydrogen, and 

carbon bonded to R x ; and 

E 1 is -E 1A -E 1B ; and ' " ' ' 

E 1A is selected from the group consisting of -0-, -C(0>, -C(0)-0-, -O-C(O)-, 
-N(R a )-, -C(0)-N(R a >, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a )-C(0>, -S-, -S(0)-, -S(0) 2 -, 
20 -N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 



/ 

and 



E 1B is heterocylcylalkyl optionally substituted with one or more substituents 
independently selected from the group consisting of halogen, hydroxy, amino, 
mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and alkylthio, 
25 wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino; and 
E 2 is selected from the group consisting of -0-, -C(0)-, -C(O)-0-, -O-C(O)-, 
30 -N(R a )-, -C(0)-N(R a )-, -N(R a )-C(0)-, -C(0)-N(R a )-N(R a )-C(0>, -S-, -S(O)-, -S(0) 2 -, 
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-N(R a )-S(0) 2 -, -S(0) 2 -N(R a )-, -0-S(0) 2 -, -S(0) 2 -0-, -C(NH)-, -C(NOH)-, and a bond; 
and 

E 3 is selected from the group consisting of halogen, cyano, alkyl, alkenyl, alkynyl, 
alkoxyalkyl, alkoxyalkoxyalkyl, alkylthioalkyl, alkylthioalkylthioalkyl, 
5 alkylthioalkoxyalkyl, alkoxyalkylthioalkyl, aminoalkyl, carbocyclyl, carbocyclylalkyl, 
heterocyclyl, and heterocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, hydroxyimino, 
1 0 amino (optionally substituted with up to two substituents independently selected 

from alkyl and carbocyclylalkyl), alkyl, alkoxy, alkylthio, carbocyclyl, and 
carbocyclylalkyl, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
15 halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, 

imino, aminocarbonyl, and amino; and 
each R a is independently selected from the group consisting of hydrogen, hydroxy, 
alkyl, alkenyl, alkynyl, alkoxy, alkoxyalkyl, bisalkoxyalkyl, alkylthioalkyl, 
alkylthioalkenyl, alkylsulfoxidoalkyl, alkylsulfonyl, alkylsulfonylalkyl, carbocyclyl, 
20 carbocyclylalkyl, carbocyclyloxyalkyl, carbocyclylalkoxyalkyl, carbocyclylthioalkyl, 
carbocyclylthioalkenyl, carbocyclylsulfoxidoalkyl, carbocyclylsulfonyl, 
carbocyclylsulfonylalkyl, heterocyclyl, heterocyclylalkyl, heterocyclyloxyalkyl, 
heterocyclylalkoxyalkyl, heterocyclylthioalkyl, heterocyclylsulfoxidoalkyl, 
heterocyclylsulfonyl, heterocyclylsulfonylalkyl, aminoalkyl, aminosulfonyl, 
25 aminoalkylsulfonyl, and alkoxyalkylaminoalkyl, wherein any member of such group 
optionally is substituted: 

on any carbon atom(s) capable of such substitution with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, and imino, and 
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10 



15 



on any amino nitrogen atom with up to 2 substituents independently 
selected from the group consisting of alkyl, alkylcarbonyl, carbocyclyl, and 
carbocyclylalkyl. 

361 . A compound or salt thereof according to claim 360, wherein the compound 



A is selected from the group consisting of -O, -N(H)-, -N(R X )-, -S-, -S(O)-, and 
-S(0) 2 -; and 

R x is selected from the group consisting of alkyl, alkenyl, alkynyl, alkoxy, 



alkoxyalkyl, R a -oxyalkyl, alkylsulfonyl, R a R a -aminoalkyl, carbocyclyl, carbocyclylalkyl, 
carbocyclylsulfonyl, heterocyclyl, heterocyclylalkyl, and heterocyclylsulfonyl, wherein: 
any member of such group optionally is substituted with one or more 
substituents independently selected from the group consisting of halogen, hydroxy, 
cyano, amino, carboxy, thiol, sulfo, nitro, nitroso, oxo, thioxo, imino, alkyl, 
alkoxy, alkoxyalkyl, and alkoxyalkoxy, wherein: 



corresponds in structure to the following formula: 




E^E^E 3 (361-1). 



362. A compound or salf thereof according to claim 361, wherein: 
the compound corresponds in structure to the following formula: 




■ any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
halogen and hydroxy, and 
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the amino optionally is substituted with up to 2 independently 
selected alkyl. 

363. A compound or salt thereof according to claim 362, wherein E 1 is selected 
5 from the group consisting of pyrazinyl-Co-Cs-alkyl, pyrimidyl-C2-C 6 -alkyl, pyridazinyl- 
C 2 -C 6 -alkyl, furanyl-CrCe-alkyl, thienyl-C 2 -C 6 -alkyl, pyrrolyl-C 2 -C 6 -alkyl, imidazolyl- 
C 2 -C 6 -alkyl, pyrazolyl-C 2 -C 6 -alkyl, triazolyl-C 2 -C 6 -alkyl, oxazolyl-C 2 -C 6 -alkyl, 
isoxazolyl-C 2 -C 6 -alkyl, thiazolyl-C 2 -C 6 -alkyl, isothiazolyl-C 2 -C 6 -alkyl, thiodiazolyl-C 2 - 
C 6 -alkyl, oxathiazolyl-C 2 -C 6 -alkyl, oxadiazolyl-C 2 -C 6 -alkyl, oxathiolyl-C 2 -C 6 -alkyl, 
10 pyranyl-C 2 -C 6 -alkyl, pyridinyl-C 2 -C 6 -alkyl, triazinyl-C 2 -C 6 -alkyl, tetrazolyl-C 2 -C 6 -alkyl, 
oxazinyl-C 2 -C 6 -alkyl, azepinyl-C 2 -C 6 -alkyl, diazepinyl-C 2 -C 6 -alkyl, pyrazinyl-d-Cs- 
alkoxy, pyrimidyl-Ci-C 5 -alkoxy, pyridazinyl-Cj-Q-alkoxy, furanyl-Ci-C 5 -alkoxy, thienyl- 
CrQ-aUcoxy, pyrrolyl-C r C 5 -alkoxy, imidazolyl-Ci-C 5 -alkoxy, pyrazolyl-Ci-C 5 -alkoxy, 
triazolyl-Ci-Cs-alkoxy, oxazolyl-Ci-C 5 -alkoxy, isoxazolyl-Ci-C 5 -alkoxy, thiazolyl-Ci-Cs- 
1 5 alkoxy, isothiazolyl-Ci-C 5 -alkoxy, thiodiazolyl-Ci-Cs-alkoxy, oxathiazolyl-Ci-C 5 -alkoxy 
oxadiazolyl-Ci-Cs-alkoxy, oxathiolyl-Ci-C 5 -alkoxy, pyranyl-Ci-C 5 -alkoxy, pyridinyl-Cr 
Cs-alkoxy triazinyl-Ci-Cs-alkoxy, tetrazolyl-Ci-C 5 -alkoxy, oxazinyl-Ci-C 5 -alkoxy, 
azepinyl-Ci-Cs-alkoxy, and diazepinyl-Ci-C 5 -alkoxy, wherein: 

each such substituent is optionally substituted with one or more substituents 
20 independently selected from the group consisting of halogen, hydroxy, amino, 

mono-alkylamino, di-alkylamino, nitro, nitroso, alkyl, alkoxy, alkoxyalkyl, and 

alkyltbio, wherein: 

any member of such group optionally is substituted with one or 
more substituents independently selected from the group consisting of 
25 halogen, hydroxy, cyano, carboxy, thiol, sulfo, nitro, nitroso, thioxo, and 

imino. 

364. A compound or salt thereof according to claim 363, wherein E is selected 
from the group consisting of pyrazinyl-C 3 -C 4 -alkyl, pyrimidinyl-C 3 -C 4 -alkyl, pyridazinyl- 
30 C 3 -C 4 -alkyl, furanyl-C 3 -C 4 -alkyl, thienyl-C 3 -C 4 -alkyl, pyrrolyl-C 3 -C 4 -alkyl, imidazolyl- 
C 3 -C 4 -alkyl, pyrazolyl-C 3 -C 4 -alkyl, triazolyl-C 3 -C 4 -alkyl, oxazolyl-C 3 -C 4 -alkyl, 

808 



BNSDOCIO: <WO__03091247A2_I_> 



WO 03/091247 PCT/US03/13123 



isoxazolyl-C 3 -C 4 -alkyl, thiazolyl-C 3 -C 4 -alkyl, isotMazolyl-C 3 -C 4 -alkyl, thiodiazolyl-C 3 - 
C 4 -alkyl, oxathiazolyl-C 3 -C 4 -alkyl, oxadiazolyl-C 3 -C 4 -alkyl, oxathiolyl-C 3 -C 4 -alkyl s 
pyranyl-C 3 -C 4 -alkyl, pyridinyl-C 3 -C 4 -alkyl, triazinyl-C 3 -C 4 -alkyl, tetrazolyl-C 3 -C 4 -alkyl, 
oxazinyl-C 3 -C 4 -alkyl, azepinyl-C 3 -C 4 -alkyl, diazepinyl-C 3 -C 4 -alkyl ? pyrazinyl-C 2 -C 3 - 

5 alkoxy, pyrimidinyl-C 2 -C 3 -alkoxy, pyridazinyl-C 2 -C 3 -alkoxy, furanyl-C 2 -C 3 -alkoxy, 
thienyl-C 2 -C 3 -alkoxy pyrrolyl-C 2 -C 3 -alkoxy, imidazolyl-C 2 -C 3 -alkoxy, pyrazolyl-C 2 -C 3 - 
alkoxy, triazolyl-C 2 -C 3 -alkoxy, oxazolyl-C 2 -C 3 -alkoxy, isoxazolyl-C 2 -C 3 -alkoxy, 
thiazolyl-C 2 -C 3 -alkoxy 5 isothiazolyl-C 2 -C 3 -alkoxy, thiodiazolyl-C 2 -C 3 -alkoxy, 
oxathiazolyl-C 2 -C 3 -alkoxy, oxadiazolyl-C 2 -C 3 -alkoxy, oxathiolyl-C 2 -C 3 -alkoxy, pyranyl- 

1 0 C 2 -C 3 -alkoxy 5 pyridinyl-C 2 -C 3 -alkoxy, triazinyl-C 2 -C 3 -alkoxy, tetrazolyl-C 2 - C 3 -alkoxy, 
oxazinyl-C 2 -C 3 -alkoxy, azepinyl-C 2 -C 3 -alkoxy, and diazepinyl-C 2 -C 3 -alkoxy. 

365. A compound or salt thereof according to claim 363, wherein E 2 is a bond. 

15 366. A compound or salt thereof according to claim 365, wherein E 1 is selected 

from the group consisting of oxadiazolyl-C 3 -C 4 -alkyl, tetrazolyl-C 3 -C 4 -alkyl, oxadiazolyl- 
C 2 -C 3 -alkoxy, and tetrazolyl-C 2 -C 3 ~alkoxy. 

367. A compound or salt thereof according to claim 366, wherein the compound 
20 corresponds in structure to a formula selected from the group consisting of the following: 




(367-1) (367-2). 



368. A compound or salt thereof according to claim 366, wherein the compound 
corresponds in structure to the following formula: 
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0-CF3 (368-1). 

369. A method for treating a condition associated with pathological matrix 
metalloprotease activity in a mammal, wherein: 

tire method comprises administering a compound or a pharmaceutical^ acceptable 
salt thereof in a therapeutically-effective amount to the mammal; and 

the compound is selected from the group of compounds recited in claims 1, 43, 95, 
126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 287, 289, 
293, 298, 302, 307, 339, 342, and 360. 

370. A method according to claim 369, wherein the compound or salt inhibits the 
activity of one or more of MMP-2, MMP-9, and MMP-13, while exhibiting substantially 
less inhibitory activity against MMP-1 . 

15 371. A method according to claim 370, wherein the compound or salt inhibits the 

activity of MMP-2, while exhibiting substantially less inhibitory activity against MMP-1 . 

372. A method according to claim 370, wherein the compound or salt inhibits the 
activity of MMP-9, while exhibiting substantially less inhibitory activity against MMP-1 . 

20 

373 . A method according to claim 372, wherein the compound or salt inhibits the 
activity of MMP-2, while exhibiting substantially less inhibitory activity against MMP-1 . 

374. A method according to claim 373, wherein the pathological condition 
25 comprises cancer. 
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375. A method according to claim 373, wherein the pathological condition 
comprises a cardiovascular condition. 

376. A method according to claim 373, wherein the pathological condition 
5 comprises an ophthalmologic condition. 

377. A method according to claim 370, wherein the compound or salt inhibits the 
activity of MMP-13, while exhibiting substantially less inhibitory activity against MMP-1. 

10 378. A method according to claim 377, wherein the pathological condition 

comprises arthritis. 

379. A method according to claim 377, wherein the pathological condition 
comprises a cardiovascular condition. 

15 

380. A method according to claim 370, wherein the compound or salt inhibits the 
activity of MMP-2, while exhibiting substantially less inhibitory activity against MMP-1 
and MMP-14. 

20 3 8 1 . A method according to claim 370, wherein the compound or salt inhibits the 

activity of MMP-9, while exhibiting substantially less inhibitory activity against MMP-1 
and MMP-14. 

382. A method according to claim 38 1 , wherein the compound or salt inhibits the 
25 activity of MMP-2, while exhibiting substantially less inhibitory activity against MMP-1 . 

383. A method according to claim 382, wherein the pathological condition 
comprises cancer. 

30 384. A method according to claim 382, wherein the pathological condition 

comprises a cardiovascular condition. 
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3S5. A method according to claim 382, wherein the pathological condition 
comprises an ophthalmologic condition. 

5 386. A method according to claim 370, wherein the compound or salt inhibits the 

activity of MMP-13, while exhibiting substantially less inhibitory activity against MMP-1 
andMMP-14. 

387. A method according to claim 386, wherein the pathological condition 
10 comprises arthritis. 

388 . A method according to claim 386, wherein the pathological condition 
comprises a cardiovascular condition. 

15 389. A method according to claim 369, wherein the compound or salt inhibits the 

activity of one or more of MMP-2, MMP-9, and MMP-13, while exhibiting substantially 
less inhibitory activity against MMP-14. 

390. A method according to claim 389, wherein the compound or salt inhibits the 
20 activity of MMP-2, while exhibiting substantially less inhibitory activity against MMP-14. 

391 . A method according to claim 389, wherein the compound or salt inhibits the 
activity of MMP-9, while exhibiting substantially less inhibitory activity against MMP-14. 

25 392. A method according to claim 389, wherein the compound or salt inhibits the 

activity of MMP-13, while exhibiting substantially less inhibitory activity against 
MMP-14. 

393. A method for treating a pathological condition associated with 
30 pathological TNF-ot convertase activity in a mammal, wherein: 
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the method comprises administering a compound or a pharmaceutically acceptable 
salt thereof in a therapeutically-effective amount to the mammal; and 

the compound is selected from the group of compounds recited in claims 1, 43, 95, 
126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 287, 289, 
5 293, 298, 302, 307, 339, 342, and 360. 

394. A method for treating a pathological condition associated with 
pathological aggrecanase activity in a mammal, wherein: 

the method comprises administering a compound or a pharmaceutically acceptable 
1 0 salt thereof in a therapeutically-effective amount to the mammal; and 

the compound is selected from the group of compounds recited in claims 1, 43, 95, 
126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 287, 289, 
293, 298, 302, 307, 339, 342, and 360. 

15 395 . A method according to claim 393, wherein the pathological condition is 

selected from the group consisting of inflammation, -a pulmonary disease, a cardiovascular 
disease, an autoimmune disease, graft rejection, a fibrotic disease, multiple sclerosis, 
cancer, an infectious disease, fever, psoriasis, hemorrhage, coagulation, radiation damage, 
acute-phase responses of shock and sepsis, anorexia, and cachexia. 

20 

396. A method for treating a pathological condition in a mammal, wherein: 

the method comprises administering a compound or a pharmaceutically acceptable 
salt thereof in a therapeutically-effective amount to the mammal; and 

the compound is selected from the group of compounds recited in claims 1, 43, 95, 
25 126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 287, 289, 
293, 298, 302, 307, 339, 342, and 360; and 

the pathological condition is selected from the group consisting of tissue 
destruction, a fibrotic disease, matrix weakening, defective injury repair, a cardiovascular 
disease, a pulmonary disease, a kidney disease, a liver disease, an ophthalmologic disease, 
30 and a central nervous system disease. 
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397. A method according to claim 396, wherein the condition comprises an 
ophthalmologic condition. 

5 398. A method for treating a pathological condition in a mammal, wherein: 

the method comprises administering a compound or a pharmaceutically acceptable 
salt thereof in a therapeutically-effective amount to the mammal; and 

the compound is selected from the group of compounds recited in claims 1, 43, 95, 
126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 287, 289, 
10 293, 298, 302, 307, 339, 342, and 360; and 

the pathological condition is selected from the group consisting of osteoarthritis, 
rheumatoid arthritis, septic arthritis, tumor invasion, tumor metastasis, tumor 
angiogenesis, a decubitis ulcer, a gastric ulcer, a corneal ulcer, periodontal disease, liver 
cirrhosis, fibrotic lung disease, otosclerosis, atherosclerosis, multiple sclerosis, dilated 
1 5 cardiomyopathy, epidermal ulceration, epidermolysis bullosa, aortic aneurysm, defective 
injury repair, an adhesion, scarring, congestive heart failure, post myocardial infarction, 
coronary thrombosis, emphysema, proteinuria, Alzheimer's disease, bone disease, and 
chronic obstructive pulmonary disease. 



20 



399. A method according to claim 398, wherein the condition comprises arthritis. 

400. A method according to claim 398, wherein the condition comprises tumor 
invasion, tumor metastasis, or tumor angiogenesis. 

25 401 . A method according to claim 398, wherein the condition comprises 

periodontal disease. 

402. A method according to claim 398, wherein the condition comprises 
atherosclerosis. 

30 



814 



RNSDOCID- <WO 03391247A2J_> 



WO 03/091247 



PCT/US03/13123 



403. A method according to claim 398, wherein the condition comprises multiple 
sclerosis. 

404. A method according to claim 398, wherein the condition comprises dilated 
5 cardiomyopathy. 

405. A method according to claim 398, wherein the condition comprises post 
myocardial infarction. 

1 0 406. A method according to claim 398, wherein the condition comprises 

congestive heart failure. 

407. A method according to claim 398, wherein the condition comprises chronic 
obstructive pulmonary disease. 

15 

408. A pharmaceutical composition comprising a therapeutically-effective 
amount of a compound or a pharmaceutically-acceptable salt thereof, wherein the 
compound is selected from the group of compounds recited in claims 1, 43, 95, 126, 139, 
149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 287, 289, 293, 298, 

20 302, 307, 339, 342, and 360. 

409. A use of a compound or a pharmaceutically acceptable salt thereof to 
prepare a medicament for treating a condition associated with pathological matrix 
metalloprotease activity, wherein the compound is selected from the group of compounds 

25 recited in claims 1, 43, 95, 126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 
248, 269, 278, 280, 287, 289, 293, 298, 302, 307, 339, 342, and 360. 

410. A use of a compound or a pharmaceutically acceptable salt thereof to 
prepare a medicament for treating a condition associated with pathological TNF-oe 

30 convertase activity, wherein the compound is selected from the group of compounds 
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recited in claims 1, 43, 95, 126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 
248, 269, 278, 280, 287, 289, 293, 298, 302, 307, 339, 342, and 360. 

411 A use of a compound or a pharmaceutical* acceptable salt thereof to 
prepare a medicament for treating a condition associated with pathological aggrecanase 
activity, wherein the compound is selected from the group of compounds recited » claims 
1, 43, 95, 126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 
287, 2S9, 293, 298, 302, 307, 339, 342, and 360. 

412. A use of a compound or apharmaceutically acceptable salt thereof to 
prepare a medicament for treating a pathological condition, wherein: 

the compound is selected from the group of compounds recited in churns 1, 43, 95, 
126, 139, 149, 1 54, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 287, 289, 

293, 298, 302, 307, 339, 342, and 360; and 

the pathological condition is selected from the group consisting of tissue 

destruction, a fibrotic disease, matrix weakening, defective injury repair, a cardiovascular 
disease, apulmonary disease, akidney disease, aliver disease, an ophthalmologic disease, 
and a central nervous system disease. 
20 413- Auseofacompoundorapharmaceuticallyacceptablesaltthereofto 

prepare amedicament for treating apathological condition, wherein: 

the compound is selected from the group of compounds recited hi claims 1, 43, 95, 
126, 139, 149, 154, 171, 209, 223, 227, 232, 235, 239, 243, 248, 269, 278, 280, 287, 289, 
?93 ^98, 302, 307, 339, 342, and 360; and 
05 the pathological condition is selected from the group consisting of osteoarthnus, 

rheumatoid arthritis, septic arthritis, tumor invasion, tumor metastasis, tumor 
anagenesis, a decubitis ulcer, a gastric ulcer, a corneal ulcer, periodontal disease, hver 
cirrhosis, fibrotic lung disease, otosclerosis, atherosclerosis, multiple sclerosis, dilated 
cardiomyopathy, epidermal ulceration, epidermolysis bullosa, aortic aneurysm, defective 
30 injury repair, an adhesion, scarring, congestive heart failure, post myocardial infarction, 



15 
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coronary thrombosis, emphysema, proteinuria, Alzheimer's disease, bone disease, and 
chronic obstructive pulmonary disease. 
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